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DAT VAN BE

Trong vai thap ky qua, s6 lvgng nguwdi mac dai thao dudng typ 2 (BTD) gia
tdng nhanh chéng trén toan thé gidi, dac biét & cac nwdc dang phat trién [1,
2]. Theo Hiép hoi BDTD thé gi¢i (IDF 2017), dén nam 2045 wéc tinh sé co
khoang 629 triéu ngudi trén thé giGi mac BTD typ 2[3].

Trudce khi DTD duogc chan doan thi nguoi bénh da c6 mot qua trinh trung gian
goi latien BTD, dac trung béi roi loan glucose mau luc déi (RLGMLD - IFG
-Impaired Fasting Glucose) va r6i loan dung nap glucose (RLDNG - IGT -
Impaired Glucose Tolerance), hodc ca hai trang thai nay. Tién BTD tham chi
con pho bién hon DTD typ 2, ty Ié tien DTD khoang 3% - 10% & cac qudc gia
chau Au, 11% - 20% & cac qudc gia chau MJ[3], va khoang 13,7% tai Viét
Nam [4]. Hon nira, theo nhiéu nghién ctru, sau 10 nam, khoang 50% s6 ngudi
tién DTD s& dan dén BDTD typ 2, ty 18 tién trién tir tien DTD thanh PTD 14 1 -

5 % moi ndm, phu thudc vao tirng dan s6 nhat dinh [5-9].

Bénh DTD typ 2 da dé lai hau qua nang né cho ban than ngudi bénh bédi cac
bi€én ching cdp tinh va man tinh, dong thoi dé lai ganh nang veé kinh té, xa hoi
cho céc qudc gia trong viéc cham sdc y té€ cho cac bénh nhan nay. Tuy nhién,
nhitng tién bo trong hi€u biét vé bénh can cla bénh DTD typ 2 va két qua tir
nhiéu nghién cttru dad chirng minh tién BTD néu dwgc phat hién sém va co
bién phéap phong ngtra nhw thay ddi 16i s6ng hodc can thiép bang thudc thi co
thé lam cham qua trinh tién trién bénh BTD typ 2 cling nhw trd lai dung nap
glucose binh thudng. Cho dén nay da c6 nhiéu loai thuéc khac nhau da dwoc
dua vao nghién clru trong céac thir nghiém l1am sang nhw: metformin, acarbose,
vidaglitpin, insulin...nhung metformin, véi lich st ra doi trén 60 nam, dac

biét 1a tinh an toan trong st dung, dé dung nap, gia thanh ré, do do, day Ia



thudc dwoc ADA 2012 khuyén céo la lva chon dau tay dé ké don trong nhitng
truong hop tién BTD cé chi dinh diéu tri [10].

Trong nhitng nam qua, Viét Nam la mot trong nhitng quéc gia c6 ty I1é nguoi
mac D TP gia ting nhanh chéng, ty 16 DTD da tdng gdp ddi sau 10 nam, chinh
vi vay viéc dv phong BTD typ 2, déc biét la dv phong cdp 1 cho nhitng dbi
twong nguy co cao, trong d6 bao gébm nhitrng ddi twong tien BTD, da tré thanh
mot muc tiéu quan trong duoc cac chuyén gia hét stec quan tam. Tuy nhién tai
Viét Nam, nghién ctru vé thuc trang tién BTD con khiém ton, dac biét nghién
cttu vé du phong BTD typ 2 bang thudc con rét it. Hon nita, cac nghién ctu
nay déu tién hanh tai cac cong dong dan cu, vai thoi gian theo dbi chwa da dai
va méi chi gi¢i han trong quan thé nhé.
Chinh vi vay, ching toi tién hanh nghién ctru nay véi muc tiéu sau:

1. Xé&c dinh ty |é tién dai thao duong & nguoi dén kham tai khoa Kham

chi*a bénh theo yéu cau Bénh vién Bach Mai.

2. Danh gia hiéu qua cta metformin va thay doi 16i song trong diéu tri du
phong BTD typ 2.



CHUONG 1

TONG QUAN

1.1. TONG QUAN VE TIEN DAl THAO BUONG
1.1.1. Binh nghia

- Dinh nghia dai thao duong:

Theo Lién doan BDTD thé gid¢i (International Diabets Foundation — IDF), dai
thao dudng la mot tinh trang bénh ly man tinh xay ra khi lwgng glucose trong
mau tang cao, do co thé khong san sinh ra hormon insulin, hodc do san sinh

khong du lvgng insulin hodc do st dung insulin khéng hiéu qua [11].

- Dinh nghfa tién dai thao duong:

R&i loan glucose mau lac déi va r6i loan dung nap glucose la nhitng khai
niém miéu ta tinh trang roi loan chuyén héa carbonhydrat d& duoc céac td
chtrc, hiép hoi BTD dua ra tir nhiéu nam trwdce, tuy nhién phai dén nam 2003,
Hiép héi BTD My (American Diabetes Asociation - ADA) m¢i dua ra khai
niém tién dai thao duwong (Pre-diabetes) bao gdm RLGMLD va RLDNG, sau
do6 khai niém nay da duoc T chirc y té thé gidi (TCYTTG - WHO) chédp nhan
va st dung rong réi [12].

Theo IDF, tién dai thao duwdng (con goi la tang glucose mau trung gian), la
tinh trang glucose mau cao hon mic binh thwdng nhwng thap hon ngudng dé
chan doan BTD khi lam xét nghiém glucose mau lic déi hodc nghiém phap
dung nap glucose (NPDNG). Tiéen BDTD bao gém RLGMLD va RLDNG [11].

1.1.2. Tiéu chuan chan doan:

Theo khuyén cao ctia ADA, xét nghiém glucose mau lic doéi duoc coi la xét
nghiém d4u tay dé chan doan BTD va tien DTD vi xét nghiém nay dé lam, gia

thanh ré va bénh nhan dé dang chdp nhan [10]. Tuy nhién, NPDNG ciing nén



ap dung dé chan doan sau hon nira cho nhitng nguoi c6 RLGMLD hoéc nghi
ngd BTD mdc du mkc glucose mau luc déi binh thwong [13] bai vi
RLGMLD khdng phai ludn luén di kém RLDNG ciing nhuw glucose mau tang
sau 2h NPDNG khong thé dy doan dugc RLGMLD. TCYTTG dong thuan
hau hét cac két luan nay nhung nhdn manh rang nhirng ngudi c6 RLGMLD
nén tién hanh lam thém NPDNG d€ loai trixt RLDNG hodc BTD [14]. Nhitng
bénh nhan c6 RLGMLD va/hodc RLDNG duoc coi la tiéen BDTD [15].

Ngoai ra, ADA sau khi xem xét t6ng thé cac bang ching sinh hoc va dich té,
thi ngudng glycated hemoglobin Alc (HbAlc) = 6,5% duoc khuyén cao dé
chan doan BTD. Khuyén céo nay da duoc cong b trong Tiéu chuan clia Hiép
hdi BTD My vé cham soc y khoa (ADA standards of medical care) [16-18],
chdn doan BTP can khdng dinh chdc chdn bang viéc 1am lai xét nghiém
HbAlc (trr truong hop nguoi co triéu chirng 1dam sang BTD rb va glucose
mau luc déi > 11.1 mmol/l).

Ciing theo ADA, nhirng ngudi c6 HbAlc tlr 5,7 — 6,4% dugc xac dinh la tién
DTPD, nhitng ngudi c6 nguy co cao bi BTD typ 2 va can phai dwgc theo doi
[16]. [18].

Theo tiéu chuan ADA 2012 [10]:
Tiéu chuan chan doan BTD:
HbAlc = 6.5 %, hoac
Glucose mau luc d6i = 7 mmol/l, hoac

Glucose mau 2h sau NPDNG: = 11.1 mmol/l, hoac

Bénh nhan c6 triéu chirng lIam sang cla tang glucose mau rd va glucose

mau bat ky =11.1 mmol/I

Tiéu chuan chan doan Tién BDTD:
- Glucose mau luc doi: 5.6 — 6.9 mmol/Il, hoac
- Glucose mau sau 2h NPDNG: 7,8 — 11.1 mmol/l, hoac



- HDbAlc:5,7-6,4 %.

Tuy nhién, theo WHO [19] va IDF 2017 [3], ngudng glucose mau ldc doi
duoc lay dé chan doan tien BTD 1a 6,1 — 6,9 mmol/l.

Tién dai thao duong bao gobm Rdi loan glucose mau lic déi (RLGMLD) va

RGi loan dung nap glucose RLDNG (Bang 1.1)

Bang 1.1: Phan loai R6i loan glucose mau theo ADA 2018 [20]

Muwrc GM ldc doi Mwrc GM 120 phat

(mmol/l) sau NPDNG (mmol/l)
R&i loan glucose méau luc doi 56-6,9 <11,1
R&i loan dung nap glucose <7 7,8-11

Chu thich: GM: Glucose mau.

1.1.3. Dich té tién dai thao dwong
1.1.3.1. Trén thé gi6i

Bang 1.2: Ty 16 BT va RLDNG nam 2017 va dy doan nam 2045 [3]

Nam 2017 Nam 2045
Udc tinh toan cadu bénh BTH
Ty 18 hién mac (20-79 tudi) 8,8% 9.9%
S6 ngui bi DTD (20-79 tudi) 425 triéu 629 triéu
Udc tinh RLDNG
Ty I hién méc toan cau (20-79 tudi) 7,3% 8,3%

S8 nguoi mic RLDNG (20-79 tudi) 352 triéu 532 triéu




Hiép hoi BTD thé gi¢i nam 2017 (IDF Diabetes atlats 2017) da dua ra cac
con sb vé ty 1é BTD va tién DTD u6c tinh cho nam 2017 va nam 2045
[3].U6c tinh hién nay trén toan thé gidi c6 khodng 425 triéu ngudi (khoang
8,8%) nguoi truedng thanh trong do tudi 20 — 79 mac BTD, khoang 352 triéu
ngudi (khodng 7,3% nhitng ngudi trudng thanh) mac RLDNG. Phan Ion
nhitng nguoi nay (73.2%) séng & nhitng ngwéc cdé mic thu nhap thap va trung
binh. Dy doan dén ndm 2045 s6 ngudi mac RLDNG sé tang 1én 532 triéu
nguoi (khoang 8,3% s6 ngudi tredng thanh), khdng cé sw khac biét vé gidi &
nhi*tng ngudi mac RLDNG (Bang 1.2).
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Biu d61.1: Ty Ié nhitng ngwdi mac RLDNG trongdd tudi 20 — 79[3]

Khoang mot nira nhirtng ngudi RLDNG ¢ d6 tudi dwdi 50 (49.0%) déc biét co
dén gan 1/3 (28,8%) nhitng nguwdi mac RLDNG nam trong do tudi 20-39, 1a
nhitng nguoi sé cd nhiéu ndm nguy co cao. Nhw vay néu nhitng nguti nay
khong duoc diéu tri thi chinh nhdm tudi nay tié€p tuc tré thanh nhitng ngudi co
nguy co cao nhat mac RLDNG vao nam 2045, 1am con s6 nay ting 1én dén
233.8 triéu nguoi (Biéu do 1.1).

Khu vuc Bac My va Caribe c6 ty 18 nhitng ngudi mdc RLDNG cao nhét
(chiém 15,4%), trong khi d6 & khu vuc Bong nam A, ty 18 mac RLDNG thép



nhét (3%). Nhitng nuéc co ty 1é mac RLDNG cao nhdt ndm 2017 do 1a Trung
Quéc, MY, Indonesia[3].

Bang 1.3: 10 nudc/viing 1anh thd c6 s6 nguwdi méc RLDNG cao nhat
trong do tubi 20-79, nam 2017 va 2045[3]

Xép Quobc gia/lanh S6 nguoi Xép Quoc S6 nguoi

hang tho hang gia/lanh tho
1 Trung Qudc 48.6 triéu 1 Trung Quéc 59.9 triéu
2 My 36.8 triéu 2 My 43.2 triéu
3 Indonesia 27.7 triéu 3 An do 41.0 triéu
4  Andd 24.0 triéu 4 Indonesia 35.6 triéu
5 Braxin 14.6 triéu 5 Braxin 20.7 triéu
6 Mexico 12.1 triéu 6 Mexico 20.6 triéu
7 Nhat Ban 12.0 triéu 7 Nigiria 17.9 triéu
8 Pakistan 8.3 triéu 8 Pakistan 16.7 triéu
9 Thai Lan 8.2 triéu 9 Ethipia 14.1 triéu
10  Nigiria 7.7 triéu 10 Nhat Ban 10.3 triéu

Trong khi & cac nuwdc cham phat trién (Chau Phi, Nam MY), ty Ié BTD typ 2
va tien BDTD & muc thip thi mot s6 nwéc dang phét trién & chau A, ty 18 nay
lai cao hon nhigu. Xu hwéng hién nay chi ra rang > 60% s6 ngudi DTD trén
thé gi¢i sé & cac nwdc chau A. Trong dé, Trung Quéc duoc xem nhw mot
trong nhirng nwéc co sé ngwdi mac DTD tang nhanh nhat thé gi¢i. U6c tinh ty
|6 DTD va RLDNG tai tdt ca cac nwdc chau A 1a rit cao va dw doan sé tiép

tuc tang nira trong 2 thap ky toi.



Bang 1.4: Ty Ié Tién DT & mot s6 nwdc Chau A

Nueéc Ty I1é Nam Nguon
(%)

Singapor 9,1 2011 Diabetologia 2011;54:767 — 75 [21]

Thai lan 13 2012 IntJ Gen Med 2012;5:219-25 [22]

Cam pu chia 13 2005 Lancet 2005;366:1633-9 [23]

Banglades 224 2014 Bull World Health Org 2014;92:204-213[24]

Nhat 14,1 2014 Diabetes Res Clin Pract 2014;106:118-27 [25]

Trung quéc 50,1 2013 JAMA 2013:310: 948 — 59 [26]

Indonesia 10 2011 Med J Indones 2011; 20:283-94 [27]

1.1.3.2. Tai Viét Nam

Viét Nam trong nhirng ndam qua da nhan thirc dugc vai trd quan trong cua
cong tac phong chéng bénh BTD nén da cd nhiéu nghién ciru diéu tra ty 1€
mac tién DTD & nhiéu dia phwong trong ca nudc. Co thé nhan thay rang, theo

dong thoi gian cac nghién ctru, ty 1€ tien BDTD tang dan.

N&m 2001, theo két qua nghién ctru ctia Nguyén Kim Hung va cong su trén
2.932 dbi twong tai thanh phé HO Chi Minh, ty 16 RLDNG la 2,4%,
RLGMLD la 6,9% [28].

N&m 2002, bénh vién Noi tiét trung wong tién hanh diéu tra dich t€ DTD trén
pham vi toan quéc cho thay, ty 16 RLDNG va RLGMLD toan qudc twong rng
la 7,3% va 1,9%; ty Ié twong (ng tai khu vuc mién nui la 7,1% va 2,2%; khu
virc ddng bang: 7,0% va 1,4%, khu vuc trung du va ven bién: 8,3% va 2,4%
va khu vuc thanh pho 1a 6,5% va 1,8% [29].



Nam 2004, Hoang Kim Udc va cong sv nghién ciru trén 2700 nguoi tudi tlr
30-64 tudi tai tinh Kién Giang, két qua cho thdy ty 1é RLGMLD la 4,1% va
RLDNG la 10,7% [30].

Nghién ctu ctia B6 Thi Ngoc Diép va cdng su tién hanh ndm 2008, trén 1456
ngwoi dan 30-69 tudi séng tai thanh phd HO Chi Minh, ty 1é RLGMLD,
RLDNG lan luot la 16,4% va 10,8% [31].

Nam 2011, nghién cru cta Pham N.Minh va cong su trén 16.282 ngu®i do
tudi 30 — 69 trong khoang thoi gian tir 2011 — 2013 tai tinh Thai Nguyén cho
thay ty |16 DTD va tien BTD: 6.0% va 13,3% twong (ng. [32].

Ndm 2012, Tran Quang Binh va cong sw nghién cru 2710 ngudi tir 40 — 64
tudi tai tinh Ha Nam, két qua cho thay, ty 1é RLGMLD don thuan: 8,7% (7 —
10.5); ty 1&é RLDNG don thuan: 4,3% (3,2 — 5,4); ty 18 két hop RLGMLD va
RLDNG: 1,6% (2,7 — 4,7) [33].

Nam 2012, Cao My Phuong, va cong sw diéu tra 775 doi tuong = 45 tudi tai
huyén Cau Ngang, tinh Tra Vinh, két qua ty 1& hién mac tién dai thao dudng
12 19,3% (17,1% - 21,7%) [34].

Nam 2012, diéu tra toan quoc clia Bénh vién Noi tiét trung wong cho thdy ty
|6 RLDNG: 13,7%. Ty |é RLDNG tai cac khu vuc nhv sau: mién nui phia
Bac: 10,7%, dong bang sdng Hong: 11,2%, duyén hai mién Trung: 13%, Tay
Nguyén: 10,7%, mién Déng Nam Bo: 17,5% va dong bang séng Clru Long:
13,6% [4]. Ty Ié RLDNG ciing gia tdng manh mé t&r 7,7% nam 2002 Ién
12,8% nam 2012[4].

N&m 2015, D6 Trung Quan bao céo két qua nghién ctru trén 1054 nguoi,dod
tudi trung binh 48.6, dén kham tai khoa KCBTYC bénh vién Bach Mai: ty 1é
tién BDTD: 38%, trong do, ty Ié tién DTD dugc chdn doan bang glucose mau
lGc d6i: 30%, chin doan bang NPDNG: 29,5%. [35]
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Nhu vay, mac du ty I1é DTD va tién BTD trong cac nghién cru khac nhau, do
ddi twong nghién clru cling nhv 4p dung tiéu chi chan doan khac nhau, tuy
nhién mot diéu co6 thé dé dang nhan thdy, ty 1& nay & Viét Nam trong nhitng
nam qua da gia tdng nhanh chéng.Trong 10 nam qua, ty 1€ BTD & Viét Nam
da tang gap doi, day la con s6 dang bao dong, vi trén thé gi¢i phai trai qua 15
nam, ty 16 BT méi tang gap doi. DT vatién DT dang cé chiéu hudng gia
tang khong chi theo thoi gian ma con theo mirc do phat trién kinh té va do thi
hoa, gia tang khong chi & cac khu cong nghiép, thanh ph6 ma con ca & vung

mién nui va trung du.

1.1.4. Cac yéu t6 nguy co cua tién dai thao duong

Céac nha nghién ctru van chua thuc s higu hét tai sao c6 mot s6 ngudi tién
trién thanh BTD nhung mot s6 khac lai khong. Tuy nhién cé mot diéu rd rang
rang, nhitng yéu t6 sau day 1am tdng nguy co mac BTD va c4c yéu t6 nguy co
cla BTP cling dong thoi la yéu td nguy co cla tién BTD.

Béo phi: Ty Ié ngudi BTD c6 béo phi chiém 52%.

Béo bung: trong mét sé nghién ctru, tang d6 md trung tam, duoc do bdi
chi s6 eo-hong (WHR-waist-to-hip ratio) la yéu t6 cé do tin cady manh hon chi
s6 béo phi [36].

LGi sOng tinh tai, it van dong thé lwc: cang it van dong thi nguy co DTD
typ 2 cang tang.

Ché dd dinh dudng: ché dd an nhiéu md, it chat xo, an ché dd an nguoi
chau Au, it Magie, nhiéu sb da lam tdng nguy co mac BTD.

Yéu t6 gia dinh: Tién st gia dinh & hang tht nhat mac bénh BTP ciing 1a
mot yéu t6 dv doan RLDNG.

Chang toc: ngwdi My gdc Chau A, ching tdc da den, ngudi Tay Ban
Nha, ngudi da doco xu huéng mac DTD typ 2 hon nhitng chiing tdc khac
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GiGi tinh ni: M6t s6 nghién ctru goi y rang gidi tinh ni 1a mot yéu t6
nguy co cla BTD typ2.

PTD thai nghén: Nhitng nguwdi mac BT lic thai nghén hoic sinh con >
4kg c6 nguy co cao mac BTD typ 2, khoang 30-50% nhitng ba me c6 tién st
DTD thai ky sé tién trién thanh BDTD trong vong 5-10 nam sau khi ¢ thai.

Hoi ching budng tritng da nang: B&i vdi phu nit, nhitng ngudi mac hoi
chirng budng triing da nang c6 nguy co cao mac DTD typ 2.

Hoi chirng gai den (Acanthosis nigricans): Hau hét nhitng ngudi mac hoi
chirng gai den déu c6 hién twgng dé khang insulin (80%) va cé nguy co cao
mac DTD typ 2. [37]

Cac yéu t6 nguy co khac:

- Tubi: nguy co mac BTD typ 2 cang tang khi tudi cang cao, dac biét sau 45
tudi

- Tang huyét ap: theo nghién ctru clia Min-Ju Kim, nhiitng nguwti THA cé
nguy co mac DTD: HR 1.51 (95% Cl, 1.29-1.76)[38],

- ROi loan chuyén héa lipid: HDL-C < 0.9 mmol/l hodc /va Triglycerid >
2.82 mmol/l, 1a yéu t6 nguy co mac tién BDTD.

- Nhirng yéu t6 nguy co khac ctia BDTD va tién BDTD bao gdom: hut thudc 14,
Stress, tinh trang kinh t€ x& hdi thap kém, trinh d6 van hda thap [39].

1.1.5. Tién trién cla tién dai thao duong

Theo mdt s6 nghién ctru, quan sat dién bién trong vong 3-5 ndm cho thdy, cd
khoadng 25% nhitng nguoi tien BDTD tién trién thanh DT typ2, 50% van gilr
nguyén mic rdi loan glucose mau nay va cé 25% nhirng nguoi tien BDTD nay
quay tré vé mic glucose mau binh thudong,nhirng nguwdi nhiéu tubi hon, béo
phi va cé cac yéu td nguy co khac cta bénh BTD typ 2 thi sé cé nhiéu kha

nang tién trién thanh DTD [40]. Hon nita, bao cdo nay cling cho thay nhitng
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doi twong cd murc bai tiét insulin thap va cé dé khang insulin nang sé c6 nguy
co cao hon tién trién thanh DTD. Ngoai ra, véi nhitng quan sat dai hon nira,
thi cho két qua thdy rang phan I&n nhitng ca nhan méac tién DTD duwdong nhu
déu tién trién thanh BTD typ 2 thuc sw.D3c biét, nhitng ngudi mac dong thoi
cd RLGMLD va RLDNG thi nguy co tién trién thanh BDTD tang khoang géap

ddi so vai nhitng ngui chi mac 1 loai.

1.1.6. Sang loc tién dai thao duong

Theo ADA [41], sang loc tién BTD vé co ban khong khac gi véi sang loc
bénh BTD typ 2. Nhitng yéu t6 nguy co mac DTD dong thoi ciing 1a cac yéu
t0 nguy co clia bénh tién BTD, do d6, nhitng d6i twong tham gia sang loc tién
DTD ciing giéng nhu nhitng ddi twong dwoc khuyén cdo phai duoc sang loc
DTD. Tai thoi diém hién tai, glucose mau ltc déi va glucose mau sau 2h lam
NPDNG duong udng la hai xét nghiém duwoc lwa chon dé xac dinh tinh trang
tdng glucose méu. Xét nghiém nao ciing thich hop, mdi loai déu c6 nhitng mat
lgi va khdng lgi nhw sy thuan tién trong viéc lam xét nghiém, gia thanh xét
nghiém...nhi*rng d6i tvong dwoc xac dinh la RLDNG thi c¢6 thé chi can lam
xét nghiém glucose mau sau 2h lam NPDNG, con nhitng doi twong duoc chan
doan RLGMLD lai dwgc yéu cau lam xét nghiém glucose mau lic sang sém
(nhin an qua dém).Néu bénh nhan duwoc ap dung liéu phap thay doi 16i song
thi khéng can lam lai xét nghiém nhung nhitng ddi twong ap dung liéu phap

dung metformin thi khuyén cao phai lam cd 2 loai xét nghiém nay.

Trinh tw lam xét nghiém dé chan doan thich hop nhat dé la: xét nghiém
glucose méau lac déi trude sau d6 ngay hdm sau lam xét nghiém glucose mau
sau 2 gio NPDNG dé chan doan chic chan rang c6 mac phéi hop ca
RLGMLD va RLDNG hay khong. Xét nghiém HbAlc duoc lam 6 thang/lan
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cho nhirng ddi twvong diéu tri metformin va 1nam/lan cho nhirng déi twong chi

ap dung liéu phép thay doi 16i song[41].
1.1.7. Co ché bénh sinh tién dai thao duong

Bénh cdn cla BDTD typ 2 do nhiéu yéu t6 gay nén. Cé 2 khia canh sinh ly
bénh lién hé mat thiét véi nhau: dé khang insulin va rdi loan trong su tiét
insulin. Trén nguoi binh thwong, sw tiét insulin thay doi rat nhay bén va nhanh
chong theo miec glucose mau. Duy tri hang dinh vé glucose phu thudc vao 3
yéu t6: su tiét insulin, thu nap insulin & mo6 ngoai vi va (rc ché sy san cuat

insulin ttr rudt va gan [42].
1.1.7.1. Dé khang insulin

Ciing giéng nhv BTD typ 2, tiéen BTD cling dwoc dac trwng béi sw suy giam

dd nhay cla insulin hay con goi la tang dé khang insulin.

Tinh trang khang insulin c6 thé thdy & hau hét cac doi twong bi DTD typ 2 va
tang glucose mau xay ra khi kha nang bai xuat insulin ctia cac t€ bao beta clia
tuy khong dap (rng théa dang nhu cau chuyén hoéa. Tinh trang thi€u hut insulin
dién hinh s& xay ra sau mot giai doan ting insulin mau nham dé bu trir cho
tinh trang khang insulin. Gidm dap ng v&i mot kich thich carbonhydrat c6
thé thdy & cac doi tvong bi RLDNG hoac RLGMLD, nhung tré nén ndi troi
hon khi bénh DTD xuat hién [43].

Trwdc khi bénh BDTD duoc khoi phat, cac dbi twong co tinh trang khang
insulin thuong c6 tang ndng do insulin va C-peptit dé dap tng gia tang nhu
cau chuyén hoa cla co thé. Tinh trang thi€u hut insulin twong do6i so véi nhu
cau duoc doi hoi dé bu trir cho tinh trang khang insulin dan t&i ting glucose
mau va chan doan bénh BTD typ 2. Khiém khuyét khdi dau trong tiét insulin
la tinh trang mat phong thich insulin pha dau va mat dang tiét dao dong cua

insulin. Mai lién hé 1am sang cla cac khiém khuyét sém ndi trén la tinh trang
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tang glucose mau sau an. RLDNG, duoc chirng té bdi tang glucose mau sau
an nhung glucose mau lic doi twong doi binh thuong, da xay ra nhiéu thang
dén nhiéu nam trudc khi hinh thanh bénh BTD typ 2. Suy giam bai ti€t insulin
thém nira dan t&i tinh trang (rc ché khong thda dang san xudt glucose clia gan
va dugc biéu hién trén 1am sang bang tinh trang tang glucose mau ltc déi. Khi
hién twong mat bu insulin tang 1én nira, cung véi hién tuong glucose mau lic
doi tang cao va phat trién thanh BTD typ 2, thi sv bai tiét insulin giam di,

tham chi giam nhiéu [9].

Tang glucose mau tham gia vao qua trinh gay suy gidm chitc nang té bao beta
va lam cho tinh trang thi€u hut insulin t6i di, mot hién tvong duoc biét dudi

tén goi “ngd dbc glucose” (glucose toxicity).

Bang cach st dung nghiém phap “kep glucose” dé khao sat tc do thanh thai
glucose, (do luong sw thu nap glucose vao co quan dich nhw mé co va suy ra
s dé khang insulin), nguoi ta nhan thay, trong giai doan tién BTD, su tang
tiét glucose tir gan khong phai la yéu t6 lam tang glucose mau, ma chinh la

gidm thu nap glucose (tang dé khang insulin).
@  Tinhtrang dé khang insulin tai té bao

Insulin phat huy tac dung sinh hoc & mé dich (chd yéu & co) bang cach gan
vao thu thé dac hiéu trén mang té bao. Sau dé hé thong chuyén ché glucose sé
duoc hoat hoa va glucose sé dugc chuyén chd vao trong té bao. Glucose sé
duogc chuyén hda qua trung gian mot chudi men kiém soét bdi insulin. Men
guan trong trong qua trinh nay la glucose synthetaza (men chinh trong quéa
trinh tdng hop glycogen) va pyruvat dehydrogenaze (men chinh trong quéa

trinh oxy hoa glucose).

@  Deé khang insulin va céc réi loan chuyén héa khac
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Nhiéu nghién cttu vé dich té va 1am sang da nhdn manh vé s phdi hop gilta
nong do insulin va mot so rdi loan sinh ly va chuyén hdéa nhi THA, r6i loan
lipid mau, gidm dung nap glucose. Nam 1988 Raeven dé tap hop cac rdi loan
ké trén trong hoi chitng chuyén hoéa (hdi chirng X) va dua ra gia thuyét céc roi

loan trén déu c6 nén tang chung la tinh trang khang insulin.

1.1.7.2. Anh hwéng clia di truyén va moi truwdng

Mot vai nghién ctru da dwoc chirng minh gen c6 vai trd ddi véi tinh trang dé
khang insulin [44]. Hién twong mat bu té bao beta c6 thé do di truyén [45]
cling co thé do mac phai [46].

Tuy nhién, cung v&i nhiéu qué trinh sinh hoc, da c6 su khac biét vé yéu t6
dudi gen gitra cac quan thé [47, 48]. O nhitng nguoi gay bi DTD typ 2, t& bao
beta giam ti€t insulin cé thé la nguyén nhan chinh gay nén RLDNG. Tuy
nhién, gan day, hién twgng dot bién & gen glucokinase dwgc xem la nén tang
cho loai BTD di truyén trén nhiém sic thé, duoc goi 1a BTD khoi phat &
nguoi tré tudi (MODY). Glucokinase duoc coi nhu la thu thé glucose cla té
bao beta; s dot bién gen dan dén gidm su bai tiét insulin.

Ngoai ra, ty Ié bénh BDTD typ 2 thay doi tuy theo ving trén thé gidi va trong
cung mot quéc gia. Tuy nhién sy gia tang ty 1€ BTD typ 2 dwoc nhan thay rd
nhat & cac cong dong dan cu sang song & mot nwdc kinh té phat trién hon so
v&i ban dia.

1.1.7.3. Céac nguyén nhan khac

- Béo phi va thi€u van dong la hai yéu t6 quan trong anh hwéng dén ty Ié
cao cua bénh BTD typ 2 & dan thanh thi va dan nhap cv vao cac nuéc phat
trién. Béo phi vung bung lién hé mat thiét dén tinh trang dé khang insulin va
DTD typ 2, nht 14 trén cé4c d6i tvong co6 ngudi trec hé gan trong gia dinh mac
PTD typ 2.
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- An nhidu m@, nhét la m& bdo hoa cta dong vat ciing gép phan lam ting
nguy co mac DTD typ2.

R& rang 1a ¢ nhiéu yéu td nguy co tac dong qua lai 1an nhau thdng qua co
ché sinh Iy bénh dan dén RLDNG va BTB typ 2. (hinh 1.1)

Yéu t6 di truyén Yéu t6 moi trvdng
Gen dé khang insulin Béo phi

Gen tiét insulin Dinh dudng

Gen quyét dinh Hoat dong

chircnédng té bao beta Tuoi tac

Gen béo phi

Tién pTD
l PTE [ typ?2

Giam tiét insulin

Té bao beta mat nhay cdm véi insulin

\ 4

Tang tiét insulin

v

Gidm nhay cdm vai insulin va glucose

Hinh 1.1: Dién bién bénh sinh cla tien BTD - DTD [40]

Co ché bénh sinh dién bién trong nhigu nam. RGi loan dugc phat hién sém nhét 1a
dé khang insulin. Lic dau c6 sy tang tiét insulin dé bu trir cho tinh trang dé khang
insulin. Dan dan t€ bao B mat nhay cdm vai sy kich thich cla glucose va sy tiét
insulin gidm, dua dén tinh trang RLDNG va sau d6 la BTD typ 2 trén lam sang.Ca
tinh trang dé khang insulin va suy chirc nang té bao beta déu da duoc lap
trinhtruéc do di truyén va dong thoi cling bi anh hwéng béi cac yéu té6 mdi truong

nhu tinh trang dinh dudng, hoat dong va tudi tac.
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Cho du co ché sinh ly bénh cltia bénh BTD typ 2 nhu thé nao thi c6 mot diéu
rd rang rang, béo phi va giam hoat dong thé Iwc, thém vao vai cac yéu té nguy
co khac, dd c6 mai lién quan véi nguy co DTD typ 2 va RLDNG. Do d6, cau
hdi duoc dua ra trong nghién cru nay la liéu nguy co nay co6 thé duoc dao
nguwoc thong qua qua trinh can thiép hay khong? Nhirng thudc cé thé cai thién
duoc qua trinh sinh ly bénh cla BTD, nhv tinh trang dé khang insulin hay
giam bai tiét insulin, c6 thé ngan chan qua trinh tién trién tir tién DTD thanh
DTD hay khong?

1.2. DU PHONG TIEN PHAT BENH BTD TYP 2 (PHONG BENH
CAP 1)

S6 lwvgng ngudi mac BTD dang gia ting nhanh trén toan thé gidi d4 ang ho
tich cwc cho nd luc phong ngira bénh BTD xay ra, véi hy vong lam giam ty 1é
mac bénh cling nhu ty 1& t& vong do BDTD. Tham chi ngay ca khi khéng c6
nhi*ng bang ching truc tiép trong viéc phong nglra cac bién ching 1au dai cla
DTD thi cac hiép hdi vé BDTD van tin twdng rang, vé mat nguyén tic, viéc can
thiép sém dwoc chirng minh dwa trén cac muc tiéu sau: lam cham sw khéi phat
cla bénh BTP va tri hodn viéc phai diéu tri bénh BTD (ma thudng viéc diéu
tri nay rat phirc tap), bao ton chirc nang t€ bao beta va ngoai ra c6 thé lam

cham lai hoac phong nglra bién chirng mach mau.
1.2.1. Cac bién phap dv phong tién phat dai thao duwong typ 2
1.2.1.1. Thay ddi 16i s6ng.

M@i lién quan gitra viéc 16i sdng bi thay doi, béo phi véi RLDNG va BTD va
VvGi tién trién tr RLDNG t¢i DTD da goi ¥ rang viéc can thiép nham cai thién
cac yéu t6 nguy co nay c6 thé lam giam viéc tién trién clla DTD typ 2. Can

thiép thay doi hanh vi 16i sdng bao gom giam can nang (5-10% trong luong
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co thé), thay ddi ché do an, thwong la dwdi hinh thirc han ché calo va chat
béo, tang tiéu thu cac loai rau cu, chat xo, va tang cwong cac bai tap thé duc
hay hoat dong thé lvc & mirc do vira (30 phit/ngay) duoc ap dung cho cac
bénh nhan mac RLGMLPD hodc RLDNG. Liéu phap nay da duoc chiing minh
trong nhiéu nghién ctru lam cai thién glucose mau & nhitng ngudi BTD typ2
[49].

1.2.1.2. Phau thuat giam can.

Bén canh viéc can thiép bang thay d6i 16i séng va diéu tri bang thudc thi bién
phap phau thuat gidam can cho nhitng nguoi béo phi, dong thoi co kém theo
nhiéu yéu t6 nguy co cling dwgc xem xét dén nhuv la mot phwong phap hiéu
qua dé phong nglra bénh BTD cho nhitng d6i twong nay. Hiéu qua cta phau
thuat trong phong bénh BTD typ 2 d4 duoc khdng dinh trong mét s& nghién
ctru, nhu nghién clru SOS (Swedish Obese Subjects) [50]. Tuy nhién, cac
thanh vién trong hoi dong vé ndi tiét cia My trong chuong trinh phong chéng
bénh BTD (The American College of Endocrinology — ACE) khéng cho rang
day la phuong phap thich hgp cho moi déi twong tien BTD [51].

1.2.1.3. Diéu tri bang thuéc

Mac du hiéu qua dv phong BTD typ 2 bang bién phap thay ddi 16i séng da
duoc chirng minh trong nhiéu nghién cttu, nhung bén canh dé con c6 nhiéu
trwong hop khong dat két qua nhi mong doi. Do d6 cac khuyén céo dé chi ra
viéc can thiép bang thubc co thé thich hop véi nhitng bénh nhan that bai khi
ap dung thay doi 16i song trong vong 3 — 6 thang. Tuy nhién can danh gia can
than cac nguy co va loi ich cia mbi mat loai thudc cho tirng bénh nhan trudc
khi bat dau dung thudc [52],
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Cho dén nay, da co6 nhiéu thudc thudc cac nhom thudc khac nhau dugc dua
vao nghién ctru va cling da dem lai két qua rat khd quan, mot trong s6 do la

metformin.

Cau truc hoa hoc-dwgc dong hoc ctia Metformin

Cau truc hoa hoc cua Metformin

Metformin thudc nhom biguanide, 1a thudc cé dan xuét tir loai cay ho dau
Galega oficinalis, con duoc biét dudi mot s6 tén khac cay ctu ly hwong, cay
ter dinh lang... [53]

2 phan t& guanide lién két v&i nhau duoc goi la Biguanide, dé la tén do
Rathke d&t cho vao nam 1879 khi éng thu dwgc mot hop chat sau phan (rng c6

dac cula thiurea va phosphorus trichloride v&i guanidine.

Hinh 1.2: Cong thirc hda hoc cua Metformin

Metformin 1a chat bot tinh thé mau trang c6 kha ning hat &m, va co vi dang.
Cong thire hoa hoc 1,1 dim ethyl-biguanide hydrochloride v&i dang hoat dong
va dang str dung giéng nhuv cac biguanide khac. Nhitng phan tr nhé nay tan
trong nwéc va trong con 95%, ndi mot cach khac trén thuc t€ n6 khdng tan

trong ether va chloroform.

Co ché tac dung [54]
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Metformin chi hoat déng cé hiéu qua khi c6 mét insulin, lam ha glucose mau
lGc doi va sau khi an. Metformin khong kich thich tiét insulin, va vi thé khong
gay ha glucose mau & ngudi khdng mac bénh BTD.

Metformin hoat dong qua 3 co ché:

- Giam sy tao thanh glucose & gan bang cach trc ché tan tao glucose va
phan huy glycogen.

- Trong co, metformin lam gia tang sw nhay cdm cua insulin, cai thién viéc
hap thu va sir dung glucose & ngoai bién.

- Lam cham héap thu glucose & rudt.

Metformin kich thich su t6ng hop glycogen & té bao bang cach tac dong Ién
glycogen synthase. Metformin gia tang kha nang van chuyén cla céc loai van
chuyén glucose mang (GLUT).O' ngudi, ngoai tac dung diéu tri BTD,
metformin con tao thuan lgi cho s chuyén héa lipid: gidm cholesterol toan
phan, LDL-cholesterol, triglycerid.

Co ché hoat dong & mrc phan t&r cia metformin chua duoc bét day du.
Metformin duoc biét dén la hoat dong thong qua cac protein Peutz-Jeghers,
LKB1 dé kiém soat AMPK (AMP-activated protein kinase) [55].

Duoc déng hoc [56]

- Hap thu: Sau khi udng thubc, ndng do tdi da dat dwgc trong khoang 2,5
gio, ty 1é khdng hap thu duoc tim thdy & phan la 20-30%. Sinh kha dung tuyét
doi cua liéu 500 hodc 850 mg & nguoi khde manh xap xi 50-60%.

- Phan b6: Lién két v&i protein huyét tvong khong dang ké, metformin
phan chia vao trong héng cau, t€ bao héng cau gan nhu dai dién cho ngan
phan b thi cdp. Thé tich phan bd trung binh tlr 63-276 | (\Vd).

- Chuyén héa: Metformin khong bi chuyén hda & gan, khong bai tiét qua

mat va khong bi chuyén hoa & nguoi.
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- Dao thai: Metformin thai nhanh chdng qua dwong than dwdi dang khdng
chuyén hoéa. Thoi gian ban thai khodng 6,5 giv, thoi gian nay sé bi kéo dai

hon & nhi*tng bénh nhan c6 ton thvong chirc nang than.

Chdng chi dinh [57]

- Quéa man vai metformin va cac thanh phan ctia thudc

- Tién hdon mé dai thao duwong

- Bénh cép hodc man tinh gay thiéu oxy té bao: suy hd hap, suy tim mat bu,
nhoi mau co tim gan day...

- Céc tinh trang cap ctru c6 khad nang anh hwéng dén chirc nang than: mat
nwéc, nhiém trang cép tinh, séc, dung thudc can quang c6 iod dwdng tinh
mach.

- Suy chirc nang gan, ngién ruou.

- Tinh trang ri loan thing bang kiém toan cdp tinh: nhiém toan lactic,
nhiém toan ceton do BTD.

- Suy than nang: muc loc cau than < 30ml/phdt.

Tac dung khong mong mudn [57]

- Tac dung khdng mong muén hay gap cta metformin la triéu chirtng vé
dudng tiéu hda. Khodng 30% trueong hop co triéu chirng: budn ndn, ndn, cd
vi kim loai trong miéng, chwéng bung, day hoi, chan an. Nhirng triéu ching
nay thuong kéo dai, tw hét va co thé phong nglra bang céach ting lidu dan.

- MO0t s6 tac dung khong mong mudn it gap khac: man dé ngoai da, ngia,

r6i loan chirc ning gan, giam lwong vitamin B12, nhiém acid lactic.
1.2.2.Khuyén cao vé diéu tri tién dai thao dwong cta cac hiép hoi dai thao
duong trong nwéc va trén thé gidi

1.2.2.1. Hwéng dan diéu tri tién dai thao dwong clia Viét Nam

Theo quy trinh chan doan va diéu tri 2017 clia Bo y té [58]:
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- Chan doéan tién BDTD cling thong nhat vai tiéu chuan chan doan clia ADA:
glucose méau luc dai: 5,6 — 6,9 mmol/l ho&c glucose mau 2h sau NPDNG: 7,8
— 11 mmol/l hoac HbAlc: 5,7 — 6,4%
- Diéu tri cac trwdng hop tién dai thao duong:

0 Theo ddi dinh ky glucose mau hang nam

o Giao duc vé diéu chinh 16i séng
1.2.2.2.Khuyén céo cla Lién doan dai thao duong qudc té (IDF) 2017

- Du phong BTD typ 2 & nhitng ngudi tién BTD nén tap trung vao phuong
phép thay d6i 16i séng nham dat dwoc muc tiéu giam 5 — 7% can ning va tang
hoat dong thé luc.

- Can thanh 1ap nhém nhirng nguoi lam cong tac cham séc ban dau bao
godm nhi*rng nhan vién da qua dao tao va xay dwng mot chwong trinh dw phong
DT mot cach bai ban.

- Thudc metformin va acarbose cd thé dwoc can nhic diéu tri cho nhitng
nguoi dd ap dung phuong phap thay doi 16i song nhung khéng dat muc tiéu
[59].

1.2.2.3. Khuyén cao cua Hiép hoi dai thao dwdng Hoa Ky (ADA 2012)

Dua trén cac két qua tlr cac thir nghiém lam sang va cac nguy co da biét cla
qué trinh tién trién tlr tién DTD thanh BDTD, ADA 2012 da duwa ra két luan
rang nhitng ngudi c6 RLDNG luc do6i va/hodc sau &n (tien DTD) nén duoc tw
van thay doi 16i song.

Ve van dé liéu phap diéu tri bang thuéc dé phong ngira DTD, duwa trén cac két
quéa nghién ctru, ADA tir ndm 2012 d& khuyén céo rang, metformin nén la
thudc duy nhat duoc xem xét st dung dé phong bénh BTD. Tuy nhién, trong
nghién ctru DPP, metformin cho thay hiéu qua vuot troi & nhom nguoi < 60

tudi vad nhém c6 BMI > 35kg/m? do d6, ADA ciing nhdn manh thém,
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metformin ciling chi nén gi¢i han cho mo6t s6 ddi twgng nhat dinh. Nhiing

ngudi co6 mot trong cac yéu t6 nguy co cao mac bénh BTD can dwoc xem xét

ké don: tién st gia dinh c6 ngudi mac BTD typ 2, tang triglycerid, giam
HDL-C va tang huyét ap, két hgp cd RLGMLD va RLDNG [10].

Con véi cac thude khac khdng dwgc hdi dong xem xét vi cac ly do vé gia c3,

tac dung khong mong mudn va khong c6 nhirng nghién ctru di manh.

Co6 thé tom tét trong bang 1.5 nhu sau:

Bang 1.5. Phan tang yéu td nguy co va chién lwvgc ki€ém soat tien BTD [60]

Yéu td nguy co va diéu tri  Nguy co Nguy co Nguy co cao
thap trung binh

HbAlc 57-178 58-6,1 6,2 - 6,49

Phan tang nguy co u u u

Thay d6i 16i song (liéu tinh @ u u

16 tuan)

Hoat dong thé lyc it nhat U u u

150 phit/ tuan

Gidm 7% can nang néu U u u

BMI = 25 kg/m?

Muc tiéu HbALc < 5.7% 0 u

Dbiéu tri metformin * U

Phau thuét giam can” a

*Diéu tri metfomin c6 thé can nhac cho nhitng bénh nhan c6 nguy co

thap va trung binh nhung khong giam can sau 16 tuan diéu tri thay doi 16i

song. Nhitng thudc khac cé thé cd mot sé nhirng tac dung cé hai va tai thoi

diém nay van chua dugc phép st dung.
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¥ Phau thuat giam can cho nhitng truong hop BMI = 40 kg/m? khong

c6 yéu t6 nguy co hodcBMI = 35 kg/m? c6 thém 1 hodc nhigu hon cac yéu t6
nguy co lamting mirc do béo phi hodc khong gidm can sau diéu tri bang liéu

phép thay doi 16i song hodc metformin.

1.2.2.4. Khuyén cao ctia hoi dai thao duwong Singapor

- Khuyén céo ap dung can thiép thay ddi 16i song mot cach tich cwc hon dé
dat duoc hoac duy tri BMI < 23 d6i véi moi trvong hop tien BTD.

- Xay dung mét chuong trinh can thiép thay doi 16i song phu hop cho tirng
doi twong bao gom: ché do an khde manh, tang cwdng hoat dong thé lwc.

- Céan nhéc diéu tri metfomin cho nhitng trwdng hop tien BTD c6 BMI = 23
néu: tinh trang glucose mau cang xau di mac du da ap dung can thiép thay
ddi 16i sdng hodc nhitng nguoi khong co kha nang thuc hanh liéu phap thay
ddi 16i séng vi nhitng ly do vé strc khde.

- Metfomin khéi dau diéu tri v&i lieu 250 mg 2 lan/ngay sau do tlr tlr tang
dan cé thé dén mirc 850 mg 2 lan/ngay. Dung metformin véi thirc an dé lam
giam cac triéu chirng budn non va tiéu chdy. Acarbose c6 thé dwgc xem xét

cho nhirng trwong hop khéng dung nap metfomin [61].

Nhuw vay, cac khuyén cao clia cac hiép hoi DTD déu cho thdy, dé du phong
DTD typ 2, bén canh véan dé c6t 16i la thay doi 16i s6ng thi diéu tri thudc cling
da dwoc cac chuyén gia dé cap dén va metformin la thuéc dwgc cac hiép hoi
DTD trén thé gidi khuyén cao ké don dau tay cho cac truong hop tién BTD
c6 yéu t6 nguy co cao Vi cac bang chieng loi ich tir nhiéu thir nghiém 1am sang
uy tin.

1.3.  CAC NGHIEN CUU VE PIEU TRI DU PHONG PAI THAO

PUONG TYP 2

1.3.1. Céc nghién ctru can thiép bang thay déi I6i séng
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1.3.1.1. Cac nghién ctru trén thé gioi

Nghién ctru Malmo (Thuy Dién)

MOt trong nhitng nghién clru sém nhéat vé can thiép thay doi 16i song dé
phong nglra DTD typ 2, tai Malmo, Thuy Dién. Két qua cho thdy tai thoi
diém 6 nam theo dbi, ty 1&é mac BTD typ 2 cling nhu méc dung nap glucose
mau giam & nhom thay déi 16i séng gidm hon so véi nhém van gitt sinh hoat
binh thuong, ty 1€ tién trién tir tién DTD thanh DTD giam khoang 50%
(10.6% so sanh 21.4%) [62].

Nghién ctru phong chéng BTD Phan Lan — Finnish Diabetes Prevention
Study.

Nghién ctru thr nghiém ngau nhién c6 déi chirng déu tién dé xem xét mot
cach dac biét hiéu qua cla can thiép thay doi 16i song trong phong ngira DTD
typ 2. Nghién ctru nay da tién hanh ngau nhién trén 522 nguwdi thira can/béo
phi c6 RLDNG, duoc chia thanh nhém can thiép thay doi 16i sdng va nhém
ching. Tai thoi diém 3,2 ndam sau, ty 16 BTD & nhdm can thiép giam hon 50%

so v@i nhom chirng [6, 63].
Nghién cru Da Qing (Trung Qudc)

Pay 1a mot thir nghiém 1am sang ngau nhién cé d6i chirng, xem xét hiéu qua
cla can thiép ché do an va tap thé duc & 577 nguoi trén 25 tudi c6 RLDNG
trong 6 nam [5]. Két qua cho thay, khi xem xét tdc dong lam gidm nguy co
mac DTD gitta cac nhdm, thi nhdm chi can thiép ché do &n lam giam 31%,
trong khi chi can thiép bang tap thé duc l1am giam 46%. Tuy nhién, & nhom co
két hop ca ché do &n va tap thé duc chi giam 42% nguy co mac BDTD typ 2.
Hiéu qua giam ty 1é mic BDTD nay cling xay ra khdng phai chi & nhém nguoi
béo phi ma con xuat hién ca khi so sanh gira nhirng ngudi c6 BMI < 25

kg/m?.
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Mot s6 nghién ctru khac tién hanh trong thoi gian ngan hon nhung ciing da
dua ra nhitng két luan twong tu: nghién ctru ctia Nhat Ban [64], nghién ctu

cla Australia [65], nghién clru ciia New Zealand [66].
1.3.1.2. Nghién ctru tai Viét Nam

Tai Viét Nam cho dén nay, chi c6 mot s6 it cac nghién ctru vé can thiép du
phong BTD.

N&m 2002, Nguyén Vinh Quang va cong s tién hanh nghién ctu can thiép
phong chdng bénh BTD (tv van dinh dudng va tap luyén) & gan 600 ngudi
tudi tlr 30-64 c6 glucose mau lic doéi binh thuong hodc cé6 RLGMLD, tai hai
tinh Thai Binh va Nam Binh. K&t qua nghién ctru sau 18 thang cho thay, ty Ié
mac BDTD va RLDNG & nhom ching 1a 2,2% va 27,2% con & nhom can thiép
la 0,9% va 20,5%. Bang cach can thiép thay déi 16i séng da lam giam 60%
nguy co mac BTD & nhdm can thiép so v&i nhém ching nhung khdng co y
nghta théng ké (p=0,182) [67].

Cao My Phugng, ndm 2011 da tién hanh nghién ctru trén cdng dong & huyén
Cau Ngang, tinh Tra Vinh. Két qua sau 12 thang cho thay, ty 1€ tién BTD clia
nhém can thiép thap hon thoi diém trudc can thiép va thap hon so véi nhém
chtrng cé y nghta thong ké. Hiéu lwc bao vé clia chuong trinh can thiép ddi voi
tien DT 13 20,7% [34].

Mot két quéa kha quan nira dén tir nghién ctru ctia Nguyén Van Lanh tién hanh
nam 2014 tai tinh Hau Giang, danh gia hiéu qua cua can thiép 16i s6ng trén
nguwdi Khome. K&t qua cho thay: giam ty I& hién mac dai thao duong cla
nhom can thiép (12,3% gidm xubng 9,9%), so nhém chirng, hiéu qua can
thiép 1a 13,1%; giam ty 1& hién méc tién dai thao duong clia nhém can thiép
(22,3% gidm xubng 12,5%), so nhdm chi*ng, hiéu qua can thiép la 38,4%
[68].
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Nhu vay, cung v@i cac nghién clru & nudc ngoai, cac nghién ctru can thiép tai
Viét Nam trén nhiéu nhom d6i tvgng khac nhau ciing cho thdy can thiép bang
bién phap thay ddi 16i séng cé hiéu qua t6t trong viéc phong bénh BTD typ 2

& nhirng doi twgng nguy co cao.

1.3.2. Ca&c nghién ctru can thiép bang thudc

1.3.2.1. Cac nghién ctru trén thé gioi

@ Nhom thubc trc ché alpha-glucosidase:

Co6 2 thube trong nhdm nay da tlrng dwa vao nghién ctru do la acarbose va

voglibose.
Acarbose — Thir nghiém STOP - NIDDM (Study to Prevent NIDDM)

Thtr nghiém STOP — NIDDM Ia mdt thir nghiém quéc té, ngau nhién, mu doi,
c6 dbi chirng, da trung tam, duoc tién hanh trén 1368 bénh nhan RLDNG, c¢é
BMI 25- 40 kg/m?, thoi gian theo d&i trung binh 3.3 ndm. K&t qua nghién ctru
cho thdy, diéu tri bang acarbose da lam giam 25% nguy co tién trién thanh
DTD so v&i nhom chieng (HR 0.75, 95% CI 0.63-0.90, p =0.0015). Hon nira
ty 1é nhitng ngwdi RLDNG chuyén vé mirc glucose mau binh thuong tang 1én

dang ké so vai nhém chirng (p < 0.0001).
@ Nhom thudc Thiazolidinediones - TZDs

C6 3 thudc thudc nhom TZDs da tlrng duoc dwa vao nghién ctru trong cac thiy
nghiém phong bénh BTD typ 2, do6 la troliglitazone, pioglitazone va
rosiglitazone.

Nghién ctu DREAM (Diabetes REduction Assessment with ramipril and
rosiglitazone Medication)

Nghién ctru ngau nhién cé déi chitng DREAM[69], danh gia tac dung cla
rosiglitazone trong viéc phong bénh BTD typ 2 & nhi*ng nguti c6 nguy co

cao mac BDTD typ 2. Nghién ctru dwoc tién hanh trén 5269 nguoi tien BTD c¢6
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do tudi > 30 tai 21 qudc gia. K&t qua cho thay, ty I&é bénh nhan tién trién thanh
DTD typ 2 & nhém dung rosiglitazone la 11,6% so v&i nhom placebo 26%, p
< 0,0001; ty lé bénh nhan chuyén vé mirc glucose mau binh thuong & 2 nhém
twong tng la 38,6% va 20,5%, p < 0.0001.

Nghién ctru TRIPOD (Troliglitazon in Prevention of Diabetes)

Nghién ctru mu déi TRIPOD dwoc ti€n hanh trén 266 nhitng phu ni* goc Tay
Ban Nha cé tién sir BTD thai ky. K&t qud nghién clru cho thay ty I1é BTD
hang nam & nhom troliglitazon va nhdm ching twong ng la 5.4% va 12%.
[70].

Ngoai ra, nghién cttu PIPOD (Pioglitazone In Prevention Of Diabetes) cling

cho két qua tuvong tu.
@ Thubc dong van GLP1 (glucagons — like peptid 1): Exenatide

Nghién cru theo dBi 24 tuan danh gia hiéu qua clia Exenatide két hop véi
thay doi 10i song duoc tién hanh trén 152 bénh nhan béo phi khong BDTD. Két
qué cho thdy trong s6 nhitng ngudi méc RLDNG va RLGMLD tai thoi diém
bat dau nghién ctru, thi khi két thic nghién ctru, 77% ddi tweng thudc nhom
Exenatide so v&i 56% ddi twong & nhom gia dwgc da c6 glucose mau vé mic
binh thvong. [71].

@ Nhom thudc trc ché DPP-4

Bang chitng dau tién vé hiéu qua clia thudc tc ché DPP-4 trén quan thé nguoi
tien BTD d6 1a nghién ctru ngau nhién, mu déi kéo dai 12 tuan, chia nhém
song song, trén 179 db6i twvong RLDNG, so sanh 1 nhém dung vidagliptin
(Galvus) 50 mg, 2 lan/ngay va mot nhom dung gid dwoc. Két qua cho thdy,

chi s6 glucose mau sau an giam 32%[72].

Ngoai vidagliptin, sitagliptin (Januvia) cling duoc ghi nhan trong mot bao céo

la c6 hiéu qua trong viéc lam cham tién trién DTD typ 2 [73].
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@ Insulin

Insulin duy nhét cho dén nay dwgc dua vao nghién ctru trén nhitng nguoi tién
DTD dé la insulin glargine (Lantus). Trong thir nghiém da trung tdam ORIGIN
(Outcome Reduction with Initial Glargine Intervention), khi tién hanh nghién
ctu vé thube diéu tri DTD(Lantus)é 12.537 ddi twong déu c6 RLGMLD,
RLDNG hodc BTD typ 2 [74], do tubi trung binh 64.5, tai Canada véi thoi
gian theo ddi trung binh 6,2 nam,cac nha nghién cru dong thoi cling da nhan
thay vai tro clia Lantus trong viéc lam cham qua trinh tién trién thanh DTD &
nhitng déi twong tién BTD, (OR 0.72; 95% CI, 0.58 to 0.91; p=0.006).

@ Thudc diéu tri gidm can

Mot sd nghién ctru da cho thay, cac thudc diéu tri gidm can khéng chi co tac
dung gidm can nang don thuan ma con cd tac dung ngan ngtra tién trién thanh
DTD & nhitng ngudi béo phi c6 RLDNG.

Orlistat

C6 3 nghién clru cho thay orlistat lam giam ty & chuyén ttr RLGMLD/
RLDNG thanh BTD typ 2. M6t trong s6 nhitng nghién ctru nay, dé la nghién
cru XENDOS (XENical in the prevention of diabetes in obese subjects),
nghién ctru ti€n ctru, mu doi theo déi trong 4 nam trén 3305 nguwoi béo phi co
BMI > 30kg/m? K&t qua nghién ctru cho thdy ty 1& cong don BTD & nhém
dung gia dwoc: 10.9%, trong khi & nhom dung orlistat: 6,2%; nhu vay twong
rng voi gidm 37,3% nguy co tién trién thanh BTD (p = 0.0032) [75].

@ Metformin

C6 nhiéu nghién cru danh gia vai tro ctia metformin doi v&i chuyén hda trén
nhiéu ddi twong khac nhau [76-80], tuy nhién chi c6 mot vai nghién ctru danh
gia tryc ti€p anh hudng cta thuée nay doi voi chuyén hbéa glucose & nguoi
tien BTD [81, 82]
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Nghién clru cuiia Li va cdng svw

Ndm 1992 tai Bac Kinh, Li va cong s tién hanh nghién ctu mu déi, ngau
nhién cé doi ching trén 70 nguoi do tudi tir 30 — 60, c6 RLDNG (theo tiéu
chuan cta TCYTTG 1985). Cac doi twong du tiéu chuan duoc chia lam 2
nhom, moét nhém dung metformin 250 mg 3 lan /ngay va mot nhdm dung gia
duoc, theo dobi trong 12 thang. Két qua thu dwoc cho thdy metfomin c6 tac
dung lam chdm qué trinh tién trién thanh BTD: & nhom diéu tri bang
metformin c6 28 ngudi (84%) chuyén vé mirc glucose mau binh thuong so
V@i 19 nguoi (51,4%) & nhom dung gia dwoc; hon nira, c6 6 nguoi (16,2%) &
nhém ding gid duwoc va 1 nguoi (3,0%) & nhém metformin chuyén thanh
DTD typ 2 [81].

Nghién ctru DPP (The Diabetes Prevention Program Research Group)

Mot nghién ctru khong thé khong dé cap dén dé la nghién cru clia nhom
chuong trinh phong bénh BTD Hoa Ky, mét trong nhi*tng thtr nghiém [am
sang c6 déi chiing ngau nhién 16n nhét cho dén nay [7]. Muc tiéu ctia nghién
clru nay dé danh gia hiéu qua ctia metformin trong viéc ngan nglra bénh BDTD
typ 2 & nhirtng ngudi c6 nguy co cao. Nghién ciru dwgc tién hanh trén 3234
nguwdi MY =25 tubi, BMI = 24 (hodc = 22 d6i voi ngudi gbc Chau A), co
glucose mau luc doi tir 5,3 — 6,9 mmol/l va glucose mau sau NPDNG tir 7,8 —
11 mmol/l. Khéng giéng nhu hau hét cac nghién ctru trudc do, nghién ctu
thuan tap nay tién hanh hét strc rong rai va bao gébm mot ty 1é 16n nii gioi
(68%) va nhitrng chiing tdc thi€u sd (45%).

Céc dbi twgng tham gia nghién ctu duoc chia lam 3 nhéom: nhém can thiép
thay d6i 16i séng tich cuc, nhom can thiép bang Metformin 850 mg 2
lan/ngay(dé bénh nhan giam céc tac dung khong mong mudn trén duong tiéu

hoa, trong thang dau tién, cac ddi tvong sé duoc dung lieu 850mg/ngay sau doé
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tang 1én 1700mg/ngay chia 2 1an) va 1 nhém can thiép thay doi 16i song két
hop dung gia dwoc. Tat ca déu dwgc theo dbi va ki€m soat ché do sinh hoat
hét sirc nghiém ngat b&i cac chuyén gia y té trong thoi gian trung binh 2,8

v

nam.

K&t qua cla nghién clru dugc cong bd nam 2002 cho thay, ty 16 DT & nhdm
chirng, nhém diu tri can thiép bang thay déi 16i séng va nhoém diéu tri bang
metformin lan luot la 11, 4,8 va 7,8/100 ca/nam. Ty Ié cdng don BDTD sau 3
ndm & cac nhom chirng, nhom diéu tri can thiép bang thay déi 16i séng va

nhom diéu tri bang metformin 1an luot 14 28,9%, 14,4% va 21,7%.

Két qua nghién ctru cho thdy, cd 2 phrong phap can thiép, thay doi 16i song
va dung metformin déu c6 anh hwéng tich cuc dén viéc phong bénh BTD typ
2 va ¢0 phuc héi vé mirc dung nap glucose binh thwdng, Tuy nhién, liéu phap
thay doi 16i song cd hiéu qua hon trong phong ngira BDTD typ 2, ddc biét &
nhi*ng nguoi cao tudi, can thiép bang diéu tri metformin d& lam giam nguy co
mac BDTD 31% (Cl 95%; 17% - 43%) trong khi can thiép bang 16i séng lam
gidm 58% (CI 95%; 48% - 66%). Ngoai ra, s6 ngudi c6 glucose mau tré vé

muc binh thwdng & nhdm can thiép cling cao hon nhém chirng theo tirng nam.

DPéc biét hon, cac déi twong trong nghién ctru nay lai duoc tiép tuc tham gia
nghién ctru, va bao cao két qua nghién clru tai thoi diém 10 nam; két qua cho
thdy, so v&i nhdm chitng thi nhém diéu tri bang metformin d& Iam giam nguy
co mac BDTD 18%. Nhu vay, voi diéu tri bang metformin thi hiéu qua phong
nglra hay lam cham qua trinh trién trién thanh BDTD typ 2 & nhitng nguoi tién
DTD c6 thé kéo dai it nhat Ia 10 ndam [83].

Mot bao cdo gan day co lién quan dén chuong trinh nay, két luan rang tang
hoat dong thé lwc sé gilp giam can mot cach bén virng va lam gidm cac nguy

co BTD mot cach dbc lap trong s6 nhitng nguti khdng giam can. Mac du,
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muc tiéu lGc dau dua ra ctia chuong trinh nay khong nham khao sat héi chirng
chuyén hda, nhung béo céo clia chwong trinh nay cho thay sw can thiép thay
doi 16i song cling cai thién cac chi so lipid ctia hdi chirng chuyén hda va lam
gidm ty 1é THA.

Nghién ctru IDPP (The Indian Diabetes Prevention Programme)

Sau khi c6 két qua clia cac nghién cttu DPP, DPS, cac chuyén gia y t& clia An
D06 mudn tim hiéu k§ hon vé vai tro clia can thiép d6i véi du phong BDTD typ
2 trén d6i twong nguwdi An dd gdc chau A méc RLDNG, xem xét hiéu qua nay
doi voi quan thé gay hon, tré tudi hon va cé mirc dé khang insulin cao hon c6
khac gi so v6i hiéu qua trén quan thé ngudi M§ va chau Au thira can, béo phi.
Mot thir nghiém 1am sang ngau nhién, c6 déi chitng dwoc tién hanh tai cong
ddng vao nam 2001 ndm trong chuwong trinh phong bénh BT clia An B0 ra
doi, nghién ciru IDPP [82].

Dodi twong cua nghién ctru nay la nhirtng ngwdi RLDNG. Sau khi sang loc
11.001 nguoi tai cong dong (tang I6p trung lwu), 531 nguoi trong do tudi tir
35 - 55, ¢cd RLDNG theo thiéu chuan ctia TCYTTG (glucose mau luc déi < 7
mmol/l va glucose mau sau NPDNG tir 7,8 — 11 mmol/) dwoc tuyén chonchia
ngau nhién vao 4 nhém: nhém chitng, nhém can thiép thay déi 16i séng, nhém
diéu tri bang metformin 250 mg 2 lan/ngay va nhom dung két hop ca can

thiép thay d6i I18i séng va diéu tri bang metformin.

Két qua theo d6i sau 3 ndm cho thdy nguy co mac BDTD da giam dang ké & ca
3 nhom (trir nhdm ching); trong d6, nhém diéu tri bang mettformin giam
26,4%, nhom két hop ca thay doi 16i song va metformin giam 28,2%, nhém
can thiép thay doi 16i song gidm 28,5%. Ty |é cong don DTD sau 3 ndm &
nhom chitng 1a 55%, nhém diéu tri bang metformin: 40.5% va & nhom két

hop ca 2 phuwong phap la 39,5%. Ngoai ra, két qud cling cho thay, s6 nguoi



33

can phai diiéu tri dé ngan nglra 1 ca DTD & nhém can thiép thay doi 16i sdng
la 6,4% tuong dwong véi nhdm két hop ca can thiép thay doi 10i song va

metformin (6,5%); con nhom diéu tri metformin don thuan la 6,9%.

Nhu vay, trén thé gi¢i da c6 nhiéu nhém thuéc khac nhau da duoc dua vao
nghién ctru dé danh gia hiéu qua trong viéc dy phong BDTD typ 2 & nhitng doi
twgng nguy co cao (thira can, béo phi, tién dai thao dwong, ...), tt c& cac
nghién ctru nay déu cho két qua hét strc kha quan. Trong nhirng nhém thubc
d6 thi metformin bang nhi*ng nghién ctru trong thoi gian dai (10 ndm) da cho
thdy hiéu qua vuot troi trong viéc lam cham tién trién DTD cling nhv do an

toan, dung nap t6t trong diéu tri.

1.3.2.2. Nghién ctru tai Viét Nam

@  Nghién ctru ctia P.H.Duwong

Nam 2012, Phan Huéng Duong va cong sw tién hanh nghién ctru tai cong
dong dan cuv 3 quan & Hai Phong, doi twong cla nghién ciru nay la nhirng
ngudi thira can, béo phi véi BMI = 23kg/m?, d6 tudi 30 -59. C6 217 ngudi
chan doantién BDTD theo tiéu chuan ctia ADA 2012: rdi loan glucose mau ltc
doi: glucose mau lic déi tr 56 - 6,9 mmol/l; rdi loan dung nap
glucose:glucose mau 2 gio sau NPDNG trr 7,8 - <11,1 mmol/l,dugc tham gia
nghién ctru, chia 2 nhdom: nhéom can thiép dinh dwdng, tap luyén két hop
metforminvai lieu 1000mg/ngay (nhém metformin) va nhém can thiép dinh

dudng, tap luyén (nhom chirng), thoi gian theo ddi 6 thang [84].

Két qua clia nghién ctru cho thay, can thiép cé bd sung metformin vao ché do
dinh duwdng, luyén tap so v&i nhom chi can thiép dinh dudng, luyén tap co
hiéu qua lam thay doi cac chi so sau: giam ty Ié tién dai thao dudng tién trién
thanh dai thao duong (4,9% so véi 13%); tang ty & glucose mau tré vé binh
thuwong (59,8% so vGi 45%); giam ty 1é tang LDL-cholesterol (20,5% so voi
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13,0%); can nang trung binh gidm nhiéu hon (4,2 kg so véi 2,8 kg), su khac
biét c6 y nghia thong ké (p<0,05). Ngoai ra, hiéu qua can thiép cao & cac chi
s0: gidm roi loan glucose méau ltc déi (52,5%), giam roi loan chuyén hoéa lipid
(19,1%), gidm tang cholesterol toan phan (23,3%), giam tang LDL-
cholesterol (35,7%) va gidam BMI (21,0%).

@  Nghién clru cta Phan Van bBoan

Tl nam 2012-2015, Phan Van Boan va cong sv da tién hanh nghién ctru tai
cdng dong tinh Kién Giang. B6i twgng nghién ctru la 55 nguoi BMI = 23
kg/m? duoc chan doan tién BTD (glucose mau Itc déi tir 5,6 — 6.9 mmol/l va
/ hoac glucose mau sau NPDNG tv 7,8 — 11 mmo/l), kem theo c6 THA hoac
réi loan lipid mau. Nhém can thiép dwoc diéu tri metformin 1700 mg/ngay,
thoi gian theo ddi 12 thang.

K&t qua cho thay, ty Ié tien BTD giam 25%, ty |&é BDTD méi xuat hién 9,1% va
ty 1é nhirng nguoi chuyén vé mirc glucose mau binh thuong 65,4%. Ngoai ra,
cac chi s6 HDL-C, triglycerid mau gidm cé y nghia, chi s khang insulin

gidm, do nhay insulin tang so v@i trwgc can thiép [85].

Nhuv vay, tai Viét Nam, dd c6 mot s6 nghién clru vé hiéu qua cua can thiép
phong chéng bénh BDTD typ 2, tuy nhién cac nghién clru nay tap trung chu
yéu vao cac bién phap thay doi 16i séng (nhw gidm céan nang, thay doi ché do
an, tang cwong luyén tap thé duc...). Cho dén nay, méi chi c6 2 nghién ctru dé
cap & trén duoc ti€n hanh dé danh gia hiéu qua ctia Metformin trong dw phong
DTD typ 2, tuy nhién thoi gian theo di clia 2 nghién ctru nay kha ngan (6-12
thang) va chi nghién ctru trén déi twong tién DTD c¢b nhiéu yéu t6 nguy co
cao. Do do6, viéc c6 thém mot nghién clru c6 cac doi twong nghién ctru bao
godm cd nhirng nguoi tien BDTD khong cé yéu té nguy co (béo phi, tadng huyét

ap...) véi thoi gian theo ddi dai hon la hét strc can thiét.



35

Khoa KCBTYC bénh vién Bach Mai véi 15 phong kham ndi trong dé cé 3
phong kham ndi tiét — dai thao duong, hang ngay tiép nhan kham va chira
bénh cho hon 1000 lwot ngudi dén kham, kiém tra stric khde, doi twgng dén
kham & day cha yéu dén tir cac viing néng thon dong bang Bac Bo; Phong
kham A — bénh vién H{ru Nghi Viét X6 v@i 3 phong kham ndi va hon 100
lvot nguoi dén kham hang ngay, da s6 dén tir thanh phé Ha Noi, day la hai co
s& dwoc ching toi lwa chon dé tién hanh nghién ctu, badi vi noi day khong chi
c6 mot s6 lvgng 16n dbi twong dén khdm ma 2 co s& nay con c6 mot ddi ngl y

bac sy giau kinh nghiém va hé thng may xét nghiém dat chuan.
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CHUONG 2
POI TUONG VA PHUONG PHAP NGHIEN CUU

Nghién ctru nay gébm 2 phan ndi tiép nhau: nghién clru mo ta cat ngang dé xac
dinh ty 18 mac tién DTD & ngudi dén kham tai Khoa KCBTYC bénh vién
Bach Mai (muc tiéu 1) va nghién ciru can thiép dé danh gia hiéu qua cla

metformin trong dy phong BTP typ 2 (muc tiéu 2).

2.1. XAC BDINH TY LE TIEN DAI THAO PUONG O NGUOI PEN
KHAM TAI KHOA KHAM CHUA BENH THEO YEU CAU - BENH
VIEN BACH MAI

2.1.1. B6i twogng nghién ctru

2.1.1.1.Tiéu chuan lva chon:

Céc doi twong tir 30 dén 69 tuodi, dén kham tai phong kham ctia khoa Kham
chira bénh theo yéu cau (KCBTYC) bénh vién Bach Mai, déng y tham gia
nghién ctu.

2.1.1.2. Tiéu chuan loai tru:

- D& duoc chan doan dai thao dudng.

- Pang mac bénh cép tinh: S6t cao, viém phdi, lao tién trién...

- Pang mac bénh ung thu, thiéu mau

- MAc céac bénh man tinh nguy hiém: bénh ly gan (viém gan man tinh, xo
gan,...) than... (MLCT < 30ml/phat), bénh phéi tdc nghé&n man tinh hodc hen
dang phai diéu tri hang ngay.

- Pang s dung thudc anh huédng dén glucose mau nhu: corticoid,
salbutamol

- Phu nir c6 thai hodac dang cho con bu

- ROi loan tam than
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- Bénhve tuyén giap chwa duoc diéu tri toi wu.
- Céac bénh c6 lién quan dén roi loan chuyén héa glucose: hdi chirng
Cushing, bénh to dau chi, bénh u tuyén thwgng than dang diéu tri (chua dwoc

phau thuat), bénh viém tuy man tinh.

2.1.2. Thoi gian, dia diém nghién ctru

- Thoi gian nghién cru: T thAng 3 nam 2013 dén thang 12 nam 2013.
- Diadiém nghién ctru: Tai Khoa KCBTYC bénh vién Bach Mai.
2.1.3. Thiét k&, c& mau, cach chon mau

2.1.3.1. Thiét k& nghién ctru: nghién ctru md ta cit ngang.

2.1.3.2. C& mau nghién ctru

2

agl.a/zg p(1- p)
@

Trong do:

p : (wdc tinh xac sudt tien DTD): Trudc nam 2013 (thoi diém ching toi
bat dau tién hanh nghién ctru), tai Viét Nam chwa c6 mot nghién ciru nao cong
bo ty Ié tien BTD tai khu vuc bénh vién (chi c6 nghién ctru trén cong dong),
do d6, chung toi lay gia tri p theo két qua nghién ctru tai mot bénh vién cla
Braxin nam 2011, p = 68% [86]

d: sai sO tuyét doi. Lay d = 5%

a: xac suat sai lam loai 1. Lay a = 0,05 do d6 =196

Nhw vay, n =334,

2.1.3.3. Cach chon méu nghién ctru:

Cac doi twgng dén kham stic khde tai khoa KCBTYC bénh vién Bach Mai, cé

dap tng dd céc tiéu chi lwa chon (tai muc 2.1.1.1) dong thoi khéng mac céc
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bénh cdp tinh, dai thao duong...(dap ng cac tiéu chi loai trir tai muc 2.1.1.2)
thi s& duoc chon vao nhdm nghién cttu. Chon mau theo k¥ thuat chon mau

thuén tién (convenient sampling).

Trong thoi gian tir thang 3 — 12 nam 2013 chung t6i da lwa chon dwgc 688 doi
tong dap (ng dl céc tiéu chuan dé chon vao nhdm nghién ctu, danh gia ty 1é
mac tién DTD & nguoi dén kham tai khoa KCBTYC.

2.1.4. Tiéu chi danh gia

- Tiéu chi chinh: Xac dinh ty Ié tien BTD tai khoa KCBTYC bénh vién Bach
Mai.

- Tiéu chi khac: Xac dinh cac yéu td nguy co co lién quan dén tién BDTD.
2.1.5. Phwong phap thu thap so liéu:

- Céac do6i twogng dén kham strc khée tai cac phong kham ndi clia khoa
KCBTYC bénh vién Bach Mai, néu dap rng du cac tiéu chi lwa chon va loai
trlr (tai muc 2.1.1) sé& duoc cac bac sy kham tai cac phong kham dé chuyén

sang phong nghién ctru, do tryc tiép nghién ctru sinh phu trach. Tai day:

- Tat ca cac dbi twong nghién clru dwoc gidi thich ly do nghién ctru va ky
cam két dong y tham gia nghién ctu.
- Céc ddi tvong sé duoc phong van, tham kham theo mau bénh an nghién
ctru (phu luc 3) dé thu thap céc so liéu co ban sau:

+ Thu thap cac théng tin vé ca nhan, cac théi quen hang ngay, tién s

+ Do c4c chi s6 nhan trac

+ Kham toan than, do mach, huyét ap.

+ Xét nghiém mau: sinh héa, huyét hoc, sinh hda nuéc tiéu.

+ Tat cad cac doi twong sé dwoc lam nghiém phap dung nap glucose

dudng udng.
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2.2. PANH GIA HIEU QUA CUA METFORMIN TRONG PIEU TRI
DU PHONG BAI THAO PUONG TYP 2

2.2.1. B6i tvgng nghién clru
2.2.1.1. Tiéu chuan lya chon:
- Tudi tlr 30 dén 69
- Kham tai khoa KCBTYC bénh vién Bach Mai va khoa kham bénh A —
bénh vién Hiru Nghi Viét Xo.
- C6 r6i loan dung nap glucose mau dang két hop (Lay theo tiéu chuén cua
ADA 2012, vi nghién ctru bat dau tién hanh tir ndm 2013):
+ Glucose mau luc déi trong khoang 5.6 — 6.9 mmol/l va
+ Glucose mau sau NPDNG: 7.8 — 11 mmol/I

- DBongy tham gia nghién ctu.

2.2.1.2.Tiéu chuan loai tru:

A. Loai trir cAc bénh c6 kha nang anh hwdng dén tudi tho cla déi twong hay

c6 kha n&ng mac rai ro khi tham gia nghién ctu:

- Dbang mac bénh ung thu
- Cac bénh nhiém khuén: HIV duong tinh, lao tién trién
- Cac bénh tim mach bao gom:
+ Trong vong 6 thang qua, da nhap vién diéu tri vi bénh tim mach (bao
gdm cac tha thuat,phau thuat dong mach vanh...)
+ Dién tim cé Bloc nhanh trai hoan toan hodc Bloc nhi that do 3
+ Tang huyét ap khong kiém soat (mac du dang dwoc ding thudc ha HA,

nhwng HA khong dat muc tiéu)

+

Trong vong 6 thang qua xuét hién dot quy hodc cd con dau that nguc
Suy tim > NYHA 2

- Céc bénh vé tiéu hoba:

+
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+ Viém gan man tinh hodac xo gan, hoac tang SGOT va SGPT trong mau:
> 60 U/I (tdng = 1,5 lan giGi han trén cla gia tri binh thuwong).
+ Maéc bénh r6i loan tiéu hoa: hdi ching rudt kich thich...
+ Datwng bi viém gan do ruegu hoac viém tuy do rugu.
- Bénh than:
+ Creatinin méu = 130 umol/I hodc c6 MLCT < 60ml/ph/1,73m?.[87]
+ Protein niéu = 2+ méc du bénh nhan khéng bi nhiém trung tiét niéu
hoac phu khoa kém theo.
- Bénh hé hép: C6 bénh phéi tac nghén man tinh hoic hen dang phai diéu tri
hang ngay.
- Thiéu mau: Hemoglobin < 130 g/l & nam gi6i va <120 g/l do6i voi niv gidi.
(theo tiéu chuan clia TCYTTG) [88]

B. Loai trlr cac yéu to vé toan trang hay hanh vi cé thé anh hudng dén két qua

nghién ctu:

Khéng c6 kha nang hoac khdng dong y tham gia nghién ctru

MAc cé4c bénh ly co xuong khép cép va man tinh

Phu nit c6 thai hoac dang cho con bu

- ROi loan tdm than
C. Loai trir cac bénh cd lién quan dén chuyén héa glucose

- Daéi théo dwdng, c6 mot trong cac bang chirng sau:
+ Glucose mau luc doi = 7.0 mmol/I
+ Glucose mau sau 2h udng 75g Glucose: = 11 mmol/I
+ Dai thdo duong da dwoc chan doan bdi mot bac sy khac va duoc
khang dinh bdi cac xét nghiém.
+ Pa trng st dung cac thubc ha glucose mau (thubc vién hay insulin,
loai trir dai thdo dudng trong thoi ky mang thai)

- Bénh vé tuyén giap chua duoc diéu tri tdi wu.
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- Cac bénh c6 lién quan dén roi loan chuyén hoéa glucose: Hoi chirng
Cushing, Bénh to dau chi, Bénh u tuyén thuong than dang diéu tri (chua duoc

phau thuat), bénh viém tuy man tinh.

D. Loai trir cac trvong hop dang dung thudc sau (anh hudng dén két qua

glucose mau):

Thu6c ha HA: thudc loi tiéu thiazide, thudc chen beta giao cam.

Thudc ha lipid mau: Niacin

Céc loai glucocorticoid

Cac thudc diéu tri ung thw, bénh tdm than, cac thudc chdng lao

Cac thudc gidn phé quan (aminophylline), cac chat dong van beta néu st
dung hang ngay.

- Cac loai thu6c khac: phenytoin, amphetamin, thu6c lam gidam can.

2.2.2. Thoi gian, dia diém nghién clru

- Thoi gian nghién ctu: T thang 3 nam 2013 dén thang 3 nam 2018,
nghién ctru trong thoi gian 18 thang.

- Dia diém nghién ctru: Tai Khoa KCBTYC bénh vién Bach Mai va khoa
kham bénh A - Bénh vién Hitu Nghi Viét X6.

2.2.3. Thiét k&, c& mau, cach chon mau
2.2.3.1. Thiét ké nghién ctru: nghién ctru can thiép.

Nghién clru can thiép duwoc tién hanh trong thoi gian 18 thang, sau khi két
thdc nghién clru moé ta cat ngang. Nghién ctru can thiép bao gdbm 2 nhom:
nhém can thiép thay déi 16i séng va nhom can thiép thay doi 16i song két hop

v@i metformin.

2.2.3.2. C& mau nghién ctru
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(Zl—alleza(l' 6) + Zl—b\/pl (1- p)+p. (- pz))2

n= D2

Trong do,

p=(p. +p,)/2

Z, ., lagiatri tr phan b6 chuan, dwgc tinh dya trén xac suét sai lam

loai 1. LAy xac suét sai lam loai 1 o = 5%, do d6z,_,,, = 1,96.

z,, la gia tri dwgc tinh dwa trén luc thdng ké. Lay B = 20%, do do

z,,= 0,842

D=p,- p,

p,: wéc tinh ty 1& cong don BTD sau 18 thang & nhom can thiép thay
doi 16i s6ng.

Cho dén thoi diém chlng toi tién hanh nghién ctru, tai Viét Nam chua
c6 nghién cru nao cong bo két qua can thiép metformin trén ngu i tién BTD,
do do, ching toi ldy két qua cla nghién ctru IDPP cla cac tac gia An Do [82]
(cling c6 ddi twong nghién clu gan gidng vai nghién ctu clia ching toi),
ching t6i lay p,= 0,35

p,: wdc tinh ty Ié cong don BTD sau 18 thang & nhom can thiép
metformin, ldy p,= 0.10

Theo cong thirc, n =41
Nhu vay tong so d6i twong clia cd 2 nhém (nhém can thiép thay doi 16i séng
va nhom can thiép metformin) = 82 nguoi. Chang téi chon khoang 90 ngudi

moi nhoém, dé phong mét ddu nghién ctiu.

2.2.3.3. Cach chon méau nghién ctu:
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- Chung t6i ti€n hanh tam soat 688 ddi twong tai khoa KCBTYC bénh vién
Bach Mai (ldy tir két qud nghién ctru clia muc tiéu 1) va tam soat 412 ddi
tvong dén kham tai khoa khdm bénh A bénh vién Hiru Nghi Viét X6 (cling
theo tiéu chi muc 2.1.1).

- Tat ca 1100 déi twong nay déu duoc lam NPDNG, két qua cho thay, c6
369 ngwdi mac tién DTD dang két hop cd RLGMLD va RLDNG, tuy nhién
chi c6 184 ngudi da diéu kién tham gia nghién ctu (tiéu chi muc 2.2.1) va
dong y tham gia nghién ctru, dugc chon vao nhém nghién ctru can thiép.

- Chung t6i chia 2 nhém: nhém can thiép thay doi 16i song gdm 94 doi
twong va nhom can thiép TDLS két hgp metformin gém 90 doi twong.

Cach chon nhom can thiép:

- Céc doi twong dugc chia vao nhom can thiép theo phwong phap chon
méau c6 cha dich: chia nhdm can thiép dam bao 2 nhém twong dong véi nhau
Ve tudi, gidi tinh, BMI...

- Tir thang 1/2013 dén 12/2013 chang t6i 18y mau nghién ctru tai khoa
KCBTYC bénh vién Bach Mai, d6i twong nghién ctru & day coé dac diém
chung: 72,1% la nit gi¢i, 68,4% do6i twong c6 do tudi trong khodng 40-60;
72% d6i twong song tai khu vic néng thon mién ndi, 91% d6i twong co ché
dd an > 5 khau phan rau/ngay, 76,8% doi tvong chwa hit thudc 1a bao gio, chi
c6 6,2% ddi twong 16i sdng tinh tai,... nhw vay da s6 cac doi twgng nay c6 cac
dac diém twong dong nhau vé cac yéu td: do tudi, théi quen sinh hoat... do do6
ching tdi chon chia 2 nhém sao cho 2 nhdm can thiép twong dong nhau vé chi
s6 BMI.

- Tir thang 1/2014 dén thang 10/2015 ching téi tién hanh 14y mau nghién
ctru tai phong kham A, bénh vién Hiru Nghi (trong thoi gian do, cac dbi twong
nghién ctru tai bénh vién Bach Mai van tiép tuc duoc theo ddi, kiém tra dinh

ky theo lich trinh). Nhém d6i tvong nghién ctru nay ciing c6 dac diém chung:
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72,4% cac doi tvong la nam gidi, 69,9% cac doi twong trong do tudi 40-60;
100% d6i tvgng song tai thanh phd, co trinh d6 hoc van tir dai hoc, 95% doi
tong c6 ché do an > 5 khau phan rau/ngay, chi c6 11% doi twong co 16i song
tinh tai, 9% co6 thoi quen uéng nhiéu rwou, 11% cé théi quen hat thude la
hang ngay[89]. Do d6, cling nhu nhém ddi tvong tai bénh vién Bach Mai,
nhém déi twong nay tvong dong nhau vé cac dac diém tudi, gidi, thoi quen...
nén chung t6i chia 2 nhém can thiép sao cho 2 nhém tuwong dong nhau vé chi
s6 BMI.

2.2.4. Tiéu chi danh gia

- Tiéu chi chinh: Banh gia ty 16 BTD cong don & 2 nhém sau 18 thang can

thiép.

- Cac tiéu chi khac:
0 Xac dinh ty 1é ddi twong chuyén vé mic glucose mau binh thuwong & 2
nhém can thiép.
o Danh gia su thay déi cac chi s6 nhan tric (BMI, vong eo, chi s8 vong
eo/vong héng), chi sd huyét ap (HA tam thu, tdm trong), cac chi s xét
nghiém (lipid mau) sau can thiép.
o Danh gia vai tro clia mot sO yéu té anh hudng dén tién trién tién DTD.
o Banh gia tinh an toan cla diéu tri dv phong metfomin (cac chi tiéu

chtrc nang gan, than, tdc dung khdng mong muén trén duong tiéu hoa...).
2.2.5. Phwong phap tién hanh can thiép:

2.2.5.1. M0 ta can thiép

- Céac d6i twong dwoc chia vao 1 trong 2 nhém: nhém can thiép bang
thay ddi 16i song va nhom thay doi 10i song két hop diéu tri véi metformin.,

- M@i nguoi trong nhém nghién ctru déu c6 mot bénh an nghién ctru theo

ddi riéng theo chuan thong nhat (phu luc 2).



45

- Céc doi twong kham lan dau va cac lan tai kham cung mét co so (nhiing
doi twogng kham ban dau tai bénh vién Bach Mai sé tai kham tai bénh vién
Bach Mai va nhitng nhitng déi twong khdm ban dau tai bénh vién Hiru Nghi
sé tai kham tai bénh vién Hru Nghi).

- Ngoai bién phap diéu tri can thiép (thay ddi 16i song hoac diéu tri
metformin), nhitng d&i twong nghién ctru néu mac bénh THA hoac rdi loan
lipid mau sé dwoc ké don cac thudc ha huyét ap, giam lipid mau.

- Tat ca cac doi twong nghién ctru déu duoc kham, ké don thudc, tw van,
theo ddi bdi 1 bac sy (nghién clru sinh tryc ti€p thuc hién); va do huyét ap,

cac chi s6 nhan tric do 1 diéu dudng thuc hién.

Phuong phap can thiép thay doi 16i s6ng

Cac ddi tvong sau khi duoc gidi thich, dong y tham gia nghién clru can thiép,
va dwoc chon vao nhdm can thiép thay di 16i séng sé dwgc huéng dan vé I6i

song lanh manh, ché d6 gidm can, ché do an udng, luyén tap.

Cac ndi dung can thiép thay doi 16i song duoc dwa trén cac khuyén cao vé
dinh dudng, tap luyén phong bénh BTD trén thé gigi va Viét Nam: khuyén
cao cua IDF [3], ADA [52, 90], Vién Dinh du&ng qudc gia ...(Phu luc 5).
Céc tai liéu hwdong dan vé ché do an, luyén tap... s& dwoc phat cho cac doi

tvong tham gia nghién ctru dwéi dang to roi (phu luc 3,4).

Céac ddi tvong sé dugc nghién clu sinh tric tiép hwdng dan ché do thay déi
16i s6ng tai thoi diém bat dau nghién ctru va sau do dinh ky 1 thang /1an qua
dién thoai, va tai moi Ian tai kham (cac thoi diém 3, 6, 12, 18 thang), dong
thoi cac doi twong nghién clru cling c6 thé dwoc tw van qua dién thoai bat ky
lGc nao néu can thiét.

Ché dd an lanh manh:
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- Han ché céc loai thic pham c6 chi so tang duong huyét cao (GI — glucose
index), tang st dung thic pham c6 chi s6 dwong huyét thap: rau xanh, dau,
cac loai ngli c6¢c nguyén vo, hoa qua tuoi ...

- Lipid: Tang st dung cac loai m& khéng no, c¢6 nhiéu trong dau thuc vat,
m& ca..., han ché chat béo bao hoa (m& dong vat, ndi tang dong vat).

- Chat xo: Tang cwong st dung chat xo (rau xanh, hoa qua tuoi...).

- Ngtrng hat thudce 1a

- Han ché udng ruou, bia

Gilr can nang thich hop:

Nhirng ngudi thira can sé duoc hudng dan giam can ning xudéng mdc hop ly

va duy tri can nang & mic nay (theo bang chi s6 BMI).

Hoat dong thé luc:

Tranh 16i sbng tinh tai, tang cwdng van dong trong cong viéc hang ngay tai
noi lam viéc cling nhuv tai nha: di cau thang bd thay vi cau thang may, lam
viec nha, lam vuon ... Khuyén khich tap luyén hang ngay, it nhat 30
phut/ngay va 5 ngay/tuan v&i cuwong do tap luyén trung binh nhw: di bd nhanh,

chay, boi, dap xe dap téc do trung binh...

Can thiép thay doi 16i song két hop diéu tri metformin

- Ngoai cac ndi dung nhv nhém can thiép thay doi 16i song, cac doi twong
trong nhém nay duoc dung thém metformin lieu 500mg/ngay, uéng ngay sau
bira &n trwa hodc t6i, bat dau bang ubng 250mg 2 lan/ngay trong 2 tudn sau
d6 udng 500mg/lan/ngay.

- Tai céc thoi diém tai kham, céc doi twong sé phai nop lai vo thudc da
dung va nhan thuéc cho 3 thang tiép theo.

- Thudc metformin dwoc str dung trong nghién cru la Metfomin STADA

500mg; san pham cla Cong ty trach nhiém hitu han lién doanh STADA-VN,
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thudc c6 thoi han 60 thang ké tir ngay san xudt, dwoc bo y té€ Viét Nam cép
phép luvu hanh voi gidy phép sir dung s6: VD - 23976-15. Cac dbi twong
nghién ctru duoc cdp thuGc mién phi trong toan bd thoi gian nghién ciu.
2.2.5.2. Theo doi

Tham kham dinh ky (theo lich trinh)

Dé quan ly dwgc qué trinh tuan tha diéu tri ctia cac d6i twong nghién ctru va

han ché tinh trang méat dau nghién ctru, cac doi twgng tham gia nghién ctru sé
duoc:

- Goi dién thoai 1 thang /lan: kiém tra sw tuan tha diéu tri, tw van ché do
diéu tri (an udng, luyén tap...)

- Tham kham theo lich trinh: 3, 6, 12, 18 thang (sau can thiép).

Tai moi thoi diém tai kham 3, 6, 12, 18 thang: tit cac cac d6i twong sé dwoc
lam:
0 Kham lam sang, do céc chi s6 nhan trac.
o Danh gia vé su tuan thl diéu tri: ché do thay doi 16i song, dung thudc
dung chi dinh.
0 Lam cac xét nghiém cong thirc mau, sinh héa mau, sinh héa nwéc tiéu
va lam xét nghiém NPDNG.
0 Tuw van dé thwc hién ti€p ché do thay doi 16i song.
o Cac doi twong da tiéu chuan (khong coé cac tiéu chi phai loai trir khdi
nghién clru) sé duoc tiép tuc tham gia nghién ctru va hen tai kham.
o Nhém can thiép TDLS + metformin sé nop lai vé thudc da dung, (dém

sO lugng thudc con lai chwa dung) va duoc cap thube cac thang tiép.

Tham khédm ngoai lich trinh:

La nhitng lan kiém tra ngoai lich du kién, ap dung trong nhitng trvong hop, &

lan kham truwéc d6 (kham theo lich) cac do6i twong co bat thudng vé xét
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nghiém can duoc khang dinh lai dé quyét dinh hwdng x tri tiép: tiép tuc tham
gia nghién ctru hay ngirng nghién clru, chuyén diéu tri (diéu tri BTD, tang

men gan, suy than, thiéu mau...).

Ngtrng theo ddi: Xay ra khi ¢é tinh huéng:

- DAi twong nghién ctru khdng déng y tham gia ti€p (vi bat civ ly do nao).
- Céac dodi twong duoc danh gia la khong an toan néu tiép tuc tham gia: cé

thai, m&i phat hién méc cac bénh can diéu tri 1au dai...
2.2.5.3. Banh gia can thiép

@ Danh gia két qua glucose mau: khi tai kham:

- Néu két qua NPDNG > 11 mmol/l, thi s& dwgc hen tai kham sau 4 tuan.
Néu ca 2 lan két qua glucose mau cung > 11mmol/l, thi nhitng ddi twgng nay
duoc xem la khéng dat t6i tiéu chi nghién ctru, dugc rat khoi nghién clru va
diéu tri nhv bénh nhan BTD. Néu chi ¢6 1 két qua glucose mau > 11 mmol/I,
thi d6i twong tiép tuc dwoc theo dbi trong nghién ctu.

- KEét qua glucose mau ldc doéi: Ciing twong tw nhuw trén, néu két qua
glucose mau ltic d6i =7 mmol/l, thi sé dwoc hen tai kham sau 4 tuan. Néu ca
2 lan két qua glucose mau cung = 7 mmol/l, thi nhirng ddi tvong nay duoc
xem la da khong dat t&i tiéu chi nghién ctru, dwgc rat khoi nghién clu va
duoc diéu tri nhv bénh nhan BTD. Néu chi cé 1 két qud glucose mau = 7
mmol/l, thi d6i twong ti€p tuc dwgc theo dBi trong nghién clru.

- NeEu ca 2 chi sd glucose mau déu trong gi¢i han binh thuong (glucose
mau ldc déi < 5,6 mmol/l va glucose mau sau 2h NPDNG < 7,8 mmol/l) thi
nhitng do6i twong nay dwoc coi la c6 dung nap glucose mau binh thuong.

- NEu it nhat 1 trong 2 chi s6 glucose mau ltc d6i = 7 mmol/l hodc glucose
mau sau 2h NPDNG > 11 mmol/l (d4 dwoc khéng dinh lai két qua 1an 2) thi
cac doi tvong dwoc chan doan laDTD typ 2.
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- Cac trvong hop con lai dwgc chan doan la tien DTD
- Cac trvong hop duoc chan doan BDTD typ 2 sé duoc dirng nghién clru va

chuyén sang diéu tri tai chuyén khoa ndi tiét.

@ Danh gia tinh an toan trong diéu tri metformin (d6i v&i nhdm can thiép

thay doi 16i song va metformin)

- Céc doi tvong sé duoc xét nghiém chirc nang gan (GOT/GPT), chirc nang
than va tong phan tich mau, tai cac thoi diém 3, 6, 12, 18 thang.

- Nhitng ddi twong phu nit trong do tudi sinh dé sé dwoc lam cac test chan
doan thai néu cé nghi ngd (dwa trén cac triéu chirng lIam sang hodc chu ky
kinh nguyét).

- Nhirng d6i twvong trong thoi gian tham gia nghién ctru xuat hién cac bénh
ly gay thiéu oxy, suy tuan hoan hodc phai thuc hién nhitng phau thuat can gay

mé toan than thi sé tam ngirng metformin.

A. Triéu ching trén duong tiéu héa: bao gdbm ia chay, nén, budn nén, vi kim
loai trong miéng, day bung, chan an, chuéng hoi...

- NEu cac triéu chirng nay & mirc do vlra hodc ddi twong khé dung nap thi
c6 thé chia nho lieu metformin (250mg 2 lan/ngay), néu sau 1 tuan cac triéu
chirng van khdng giam thi déi twong s& nglrng tham gia nghién ctu.

- Trong truong hop ddi twong bi dau bung hoac ia chdy mic d6 nang (gay
mat nu¢c) thi sé nglrng tham gia nghién ctru ngay va dugc diéu tri bénh phu

hop.

B.Suy théan

- Metformin khéng gay ra suy than tuy nhién n6 cé vai tro lam tang nguy
co nhiém acid lactic & nhitng ngudi c6 mirc loc cau than < 60ml/ph/1,73m?
da. Do d6, céc truong hop c6 MLCT < 60ml/phit/1,73m? s& khdng dwoc nhan

vao nghién ctru,
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- Trong qua trinh tham gia nghién ctu, nhitng trvong hop xét nghiém co
MLCT < 60ml/phat/1,73m? thi s& tam nging didu tri metformin va xét
nghiém lai sau 2 tuan, va tiép tuc diéu tri néu MLCT = 60ml/phat/1,73m?
Néu lan xét nghiém sau MLCT < 60ml/phat/1,73m?, thi d6i twong nay sé
ngirng tham gia nghién clu va duoc glri kham chuyén khoa than dé duoc

danh gia sau hon.

C. Thiéu méau

- Xét nghiém cdng thirc mau sé dwgc lam vao cac lan kham dinh ky. Néu
c6 thiéu mau: Hemoglobin < 130 g/l d6i v&i nam hodc < 120 g/l ddi voi nit;
hodc thi€u mau hong cau to, thi nhitng d6i twong nay sé dwoc loai trlr cac
nguyén nhan khac gay thiéu mau va kiém tra lai tong phan tich mau sau 1
thang (c6 thé dinh luvgng vitamin B12 néu can thiét).

- Nhitng d&i tvong nay van tiép tuc tham gia nghién ctru néu tim va diéu
tri dwoc cac nguyén nhan gay thiéu mau (c6 thé bao gom ca diéu tri thém
vitamin B12).

D. Nhiém doc gan

- Cac doi twgng tham gia nghién clru néu cé cac triéu chirng sau sé thong
bao ngay cho bac sy dé duoc xét nghiém chirc nang gan cang sém cang tot:
kho &, budn ndn, nén, nwdc tiéu vang sam, vang da hoic dau tic ha swon
phai.

- Tang men gan it xay ra trong diéu tri metformin, tuy nhién khéng duoc
chi dinh metformin doi voi cac trvdng hop bénh gan tién trién hodc suy chirc
nang gan:

- Neéu két qua xét nghiém ca 2 chi s6 GOT/GPT < 1,5 lan gi6i han trén cla
binh thuwdng thi d6i twong van tiép tuc tham gia nghién ciu.

- NeEu it nhat 1 hoac 2 chi s6 GOT/GPT tang hon 1,5 — 3,0 lan gi¢i han

binh thuong trén:
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+ Tiép tuc diéu tri metformin

+ Lam lai xét nghiém GOT/GPT sau 2 tuan

+ NEu két qua xét nghiém lai < 1,5 lan thi tiép tuc tham gia nghién ctru

+ Néu két qua van nam trong gi¢i han 1,5 - 3 lan mirc binh thudng thi
ti€p tuc lam xét nghiém GOT/GPT hang thang cho dén khi chi s6 nay < 1,5
lan va chuyén sang theo doi dinh ky (theo lich trinh)

- NeEu it nhat 1 trong 2 chi s6 GOT/GPT tang hon 3,0 lan gi¢i han binh
thuwong trén, thi:

+ Dirng ngay diéu tri metformin

+ Lam lai xét nghiém sau 2 tuan

+ NEu két qua xét nghiém lai nay < 1,5 lan thi ti€p tuc tham gia nghién
clru, va theo doi theo lich trinh.

+ Né&u két qua nam trong gi¢i han 1,5 - 3 1an muc binh thwong thi déi
twong ti€p tuc tham gia nghién ctru va lam xét nghiém GOT/GPT hang thang
cho dén khi chi s6 nay < 1,5 lan va chuyén sang theo doi dinh ky (theo lich
trinh).

+ Néu két qua van tdng > 3 Ian gi¢i han trén binh thudng thi déi twong
nay sé bi nglrng tham gia nghién cru va chuyén dén bac sy chuyén khoa tiéu

hda dé diéu tri tiép.

E. Cd6 thai va cho con ba
Néu bénh nhan cé thai hodc c6 y dinh mang thai thi nglirng tham gia nghién

clru ngay.

F. Cac ky thuat chan doan hinh anh cé tiém thudc can quang.

Thuéc can quang c6 thé gay suy than va vi vy c6 thé gay ra nhiém toan lactic
khi dang diéu tri metformin. Do dd, nhirng trvong hop cé chi dinh chup co6
tiém thudc can quang thi sau khi chup phim chi st dung lai metformin khi

48h sau chup tiém thu6c can quang xét nghiém MLCT = 60ml/phut.
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G. Nhiém toan lactic
Metformin rat hiém khi gay ra nhiém toan lactic, dwoc chan doan khi co tinh
trang toan chuyén hoéa voi lactac = 5.0 mmol/l. Néu xudt hién tinh trang

nhiém toan lactic thi d6i twong sé dugc ngirng tham gia nghién ciru ngay.

H. Tinh trang thiéu oxy - suy tim sung huyét
Tinh trang thi€u oxy mau hay suy tuan hoan, bao gom suy tim xung huyét cap
va nhoi mau co tim cép, co thé sé dan dén hién tuong toan lactic, do d6 nhitng

doi twong nay sé dwgc ngirng tham gia nghién ctu.

I. Phau thuat

Do ¢6 nguy co toan lacic trong quéa trinh gdy mé toan than va trong nhirng
cudc dai phau vi vay, sau khi phau thuat, nhitng déi twong tham gia nghién
ctru chi dung lai metformin khi cé két qua chirc nang than & trong mic cho
phép: MLCT = 60ml/phut.

G. Phan rng ngoai da

- Trong truong hop c6 cac phan rng ngoai da mirc d6 nang nhu: ndi mé
day, ndi man dé, tréc da, viém da hodc Hoi chirng Stevens Johnson, cac doi
tvong tham sé ngirng tham gia nghién clru ngay lap tiec va khdng xem xét
dung lai.

- Cac trvong hop man ngtra nhe, cuc bd, cé thé tam nglrng thudc, sau 4
tuan néu hét man ngra cé thé tiép tuc dung lai metformin. Nhwng néu man

nglra tai phat thi cac ddi tvgng nay sé duoc nglrng tham gia nghién ctru.

2.3. BIEN SO VA CHIi SO NGHIEN CUU
2.3.1. Bién s6 dac trung ca nhan

2.3.1.1.Trinh d6 hoc van:
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Tiéu hoc: < 6 nam; trung hoc co sd: 6 - 11 nam; trung hoc pho théng/dai hoc:

> 11 nam.

2.3.1.2. Tiénsl:

- Tién st gia dinh c6 nguwdi mac BTD typ 2: bao gém bd me dé, anh chi em
rudt da dugc chdn doan mac BTD typ 2.

- Tién sit BTD thai nghén: nhitng d6i twgng phu nir da tirng sinh con = 4kg
hoéc/va da duoc chdn doan méc BTD thai nghén.

- Tién str THA: da tlrng hodc dang dwoc chan doan THA/ diéu tri thudc ha
HA.

- Tién st r6i loan lipid mau: da tirng hodac dang dwoc chan doan roi loan

lipid/ diéu tri thudc ha lipid mau.

2.3.2. Bién s6 vé hanh vi
2.3.2.1. Ubng ruou:
Theo huéng dan ctia BO Y té Hoa Ky [91]:
- U6ng rvgu mirc vira phai: udng it hon 1 don vi rvgu/ngay véi phu nir va
2 don vi rvgu/ngay ddi vai nam gioi
- U6ng nhiéu rwou: it nhat 8 don vi rwgu/tuan véi nit va it nhat 15 don vi
rugu/tuan véi nam
1 don vi ruou tvong duwong 14g (17 ml) con nguyén chét.
D6 ubng co con twong dwong 1 don vi ruou: 350 ml bia (5% con)
hodc 150 ml ruvou vang (12% con) hodc 50 ml rwegu manh (40% coén).
2.3.2.2. Ché d6 an hang ngay:
An rau hodc trai cay hang ngay (theo ADA - [92])
Mot phan rau xanh: % bat nhd rau xanh da nau chin hodc 1 bat nho
rau xanh séng
Hang ngay an khodng 5 -7 phan rau xanh hodc trai cay
2.3.2.3. Hut thu6c la:
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Theo WHO, hut thudc 1a 1a bao gom tat ca cac dang: hut, nhai... bat clv san
pham nao lam tlr 14 cay thudc 14 [93]
Nguoi hat thude 1a hang ngay: hat thudc 14 it nhat 1 lan/ngay
Nguoi thinh thodng hat thube l1a: nguoi cé hat thude 1a nhung khong
hat hang ngay.

Nguoi khéng hat thude 1a: chua bao gio hat thuée 1a.

2.2.2.4. Hoat dong thé luc:
- Theo TCYTTG, phan do mirc hoat dong thé lvc bao gém: Tinh tai, van
déng nhe, trung binh va van dong mic do nang [94]
- MET (Metabolic Equivalents - METS): la don vi ding dé md ta mic do
hoat dong thé lwc, dé do lwdng mirc chuyén hoa.
- 1 MET duoc dinh nghia la lugng oxy tiéu thu khi ngdi nghi yén tinh trén
ghé, va no twong dwong 0,35ml oxy/kg can nang/phut (khoang 1,2kcal/phit
doi voi ngudi c6 can nang 70kg). Nhu vay, d6i voi nhitng hoat ddng yéu cau
2 METs, tirc la sé can gdp 2 lan chuyén hoéa khi nghi, va can 0,7 ml
oxy/kg/phut[95].
- METs dung dé phan chia mirc do hoat dong thé luc:
o Tinh tai: tiéu thu ning lwvong < 1,5 METS: hoat dong ngbi yén tinh, nam
nghi, xem TV, choi game, str dung may vi tinh, lai 6 t6, doc sach.
o Hoat déng nhe: tiéu thu nang lvong: 1.5 — 3 METSs: lam viéc nhe
nhang: di dao, don nha, ndu com...
0 Hoat dong vira: tiéu thu nang luong: 3 - 6 METS: Yéu cu ¢6 gang hoat
dong vira phai va nhip tim tang dang ké: Khiéu v, lam vuon...
0 Hoat dong manh: tiéu thu nang lwong: > 6 METs: Yéu cau c6 gang
nhiéu dén mdéc lam thé nhanh, nhip tim tang nhiéu: chay bd, dap xe

nhanh...
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- Cac hiép hoi y hoc thé thao déu dua ra mic van dong khuyén céo: 150
phuat/tuan (2,5 gio/tuan) & mic do tap luyén trung binh. Mic van dong trung
binh sé tiéu thu ning lvong bang 4 1an mc IGc nghi, nhw vay c6 nghia la can
tap luyén toi thiéu 10 METs/tuan (2,5 x 4 = 10). [96]

- Bang tinh mbc tiéu thu nang lvong cla cac hoat dong cu thé va tinh
METs theo tudi, gi¢i [97] ( phu luc 5)

2.3.3. Bién s vé cac chi s6 nhan trac

2.3.3.1. Chi s0 khoi co thé BMI (Body Mass Index):

- BMI = chiéu cao (kg) / can nang (m)>.
- Phan loai BMI: theo tiéu chuén ctia TCYTTG ap dung cho ngudi Chau A
(Béng 2.1) [98]

Bang 2.1. Phan loai thé trang theo chi s6 khoi co thé

ap dung cho ngudi chau A [98]

Thé trang BMI (kg/m?)
Gay <18,5
Binh thwong 18,5-22,9
Béo: >23
Thtra can 23-249
Béo dd 1 25-29,9
Béo d6 2 > 30

2.3.2.2. Béo bung: bang vong eo khi vong eo = 90 cm ddi v&i nam va = 80
cm ddi véi niv (theo phan loai cia TCYTTG nam 2008 [99])
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2.3.2.3. Nguy co béo phi: (s phan b6 m& dac biét & bung va ndi tang) theo
chi s6 vong bung/vong hong (VB/VH). Chi s6 VB/VH cao khi = 0,9 dbi voi
nam va = 0,80 doi voi ni¥, (theo khuyén cdo ciia WHO dé nghi cho Khu vuc
Chau A — Thai Binh Duong nam 2004 [98]).

2.3.4. Tang huyét ap.

- Cac doi twong duoc coi la c6 THA khi HATT 3 140 mmHg va/hoac
HATTR 3 90 mmHg, hodc dang dung thu6c ha HA.

- Phan loai tang huyét ap theo INC VII - 2003 [100] (Béng 2.2)

Bang 2.2. Bang phan loai tang huyét ap theo JNC VII - 2003[100]

Mirc do Huyét ap tam thu  Huyét ap tam truong
(mmHgQ) (mmHg)
Binh thwong <120 va<80
Tién THA 120-139 ho&c 80-89

Tang huyét ap:
Giai doan 1 (d6 I) 140 - 159 hoac 90 - 99
Giai doan 2 (d6 I1) > 160 hoac =100

2.3.5. Cac chi so xét nghiém mau, nuwéc tiéu:

2.3.5.1. Glucose mau

Bao gom glucose mau mao mach llc doi va 2 gio sau lam NPDNG

Nghiém phap dung nap glucose dudng udng: (Oral Glucoza Tolerance Test)

a. Chuan bi bénh nhan:
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- Lam nghiém phéap vao bubi sang sau 8 - 10h nhin an (khéng qua 16h);
khong dwoc an, khdng ubng ruou, khdng hat thube 14, nghi hoan toan trong
su6t qua trinh xét nghiém.

- Nglrng mot s6 thudc dang udng (néu cé) 1-2 tuan trudc khi lam nghiém
phap: thudc lgi tiéu theo dwong udng, thude chen B giao cdm, phenyltoin,

thudc ngtra thai...

b. Cach tién hanh:

- Truwac khi cho udng glucose 18y mau danh s6 mau mau 0 gio.

- Cho bénh nhan udng 75 g dwdng Glucose khan pha véi 250 ml nuéc trong
vong 5 phat (1,75 g (trong 4,4 ml nuéc)/1kg trong luvong co thé).

- Khi udng hét bat dau tinh thoi gian, sau 2 gio’ 1y mau dinh luong glucose.

Nhuv vay, ldy mau theo thoi gian: tai Oh va 120 pht.

c. Panh gia két qua: theo tiéu chuan chan doan ctia ADA nam 2012:
- Binh thuwong: glucose mau
Tai Oh: 3.5-5.6 mmol/l.
Sau 120°: < 7.8 mmol/l (140mg/dl)
-  RLDNG: 7,8 mmol/l < Glucose mau sau 2h NPDNG < 11 mmol/I.
- RLGMLD: 5.6 < Glucose mau ldc doéi tr < 6,9 mmol/l (100-125 mg/dl)
- bai thdo dwong: Glucose mau lac déi = 7,0 mmol/l | (126 mg/dl) hoac
glucose mau sau 2h lam NPDNG = 11,1 mmol/l (200 mg/dl).

2.3.5.2. Lipid mau
Phan loai cac réi loan lipid mau theo Khuyén cédo ctia HOi tim mach hoc Viét
Nam [101]: R6i loan lipid mau dwgc xac dinh khi cé 1 trong cac yéu t6 sau:

- Triglycerid > 1,7 mmol/l

Cholesterol toan phan > 5,2 mmol/I
LDL-Cholesterol> 3,34 mmol/I
HDL-Cholesterol< 1 mmol/l
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2.3.5.3. Men gan:
- K&t qua ngudi binh thuong:
- GOT: nl* <31 U/L 370C, nam < 37 U/L 370C
- GPT: nir <31 U/L 370C, nam <41 U/L 370C
- Men gan tang duoc xac dinh khi chi s6 GOT/GPT tang = 1,5 lan gi¢i han

trén cla gia tri binh thuong.

2.3.5.4. Chtrc nang than:
- Binh thuwdng: Creatinin huyét thanh: 44 - 106 umol/l hay muc loc cau
than wéc tinh (eGFR) > 90ml/ph/1,73m?

2.3.5.5. Tong phéan tich mau:

Binh thwdng: Hemoglobin = 130 g/l & nam gi6i va = 120 g/l d6i voi niv gidi

2.3.5.6. Tong phén tich nuéc tiéu:

Binh thwong: Protein niéu, glucose niéu: &m tinh

2.3.6. Tuan tha diéu tri thuéc metformin

- Dénh gia tuan tha diéu tri metformin bang phwong phap dém s6 thudc (pill
count): (s0 lwgng thudc da phat — s6 lwvgng thuée con lai) / (tdng sd lwgng
thubc duoc ké don/ngay x s6 ngay gilta 2 lan kham) [102].

- Cac doi twong dwoc coi la tuan tha diéu tri t6t néu s6 lwgng thube da st
dung = 50%, va danh gia rat t6t: = 80%.

2.4. KY THUAT THU THAP THONG TIN

2.4.1. Kham lam sang

- Pau tién cac doi twong nghién clru dwgc phong van dé thu thap cac
thong tin ca nhan, tién s ban than va gia dinh.
- Nhirng d6i twong tham gia nghién ctru can thiép déu dwgc phéng van

trirc ti€p theo mau bénh an veé thoi quen, hanh vi (hat thudc, st dung ruou bia,
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thoi quen an uéng va hoat dong thé lwc), ngay tai thoi diém kham ban dau.
Ching t6i st dung phwong phap héi ghi ché dd an udng, sinh hoat clia doi
twong nghién clru trong vong 24 gid, trong 1 tuan, 1 thang...

- Tiép theo, cac ddi twong nghién ctru duwoc danh gia cac chi s6 nhén trac
nhu: can nang, chiéu cao, tinh BMI, do vong eo, do vong mong, do huyét ap.

- Sau d6 cac doi twong dwoc xét nghiém mau: ldy mau lic déi dinh lwong:
glucose, HbAlc, creatinin, cholesterol toan phan, triglycerit, HDL-C, LDL-C,
AST, ALT, tong phan tich mau, sinh héa nuéc tiéu.

- Cong viéc do dac céac chi s6 nhan trac, huyét ap, khai thac tién st, thong
tin ca nhan... theo mau bénh an nghién ctu do truc ti€p nghién ctru sinh va 1
diéu dudng tai phong khdam A - bénh vién Hru Nghi da dwoc tap huan ky
thuét thuc hién.

- Cong viéc kham lam sang, sang loc cac bénh ly lién quan, ké don thudc,
tr van, theo doi diéu tri, danh gia tuan thi diéu tri... do truc ti€p nghién ciru

sinh thuwc hién.
Céc k§ thuat, dung cu danh gia cac chi s6 nhan trac:

- Céan nang: St dung can OMRON (d6 chinh xac 0,1 kg). Trong lwgng co
thé dwoc ghi theo kg véi mot so 8. Boi twong nghién clru dwoc can ngay khi
dang con nhin doi, dugc yéu cau bd gidy, dép, mi, quan 4o ndng, ding thing
gita ban can, khong c* ddng, mat nhin thang, 2 tay dé doc than minh, trong
luong phan bé déu ca 2 chan, can dwoc dat & vi tri 6n dinh va bang phang

chac chan.

- Do chiéu cao ding bang thuée do chiéu cao, do chia chinh xéac t¢i milimet.
Doi twong dwoc yéu cau bd gudc dép, mi, nén, no budc téc, dirng quay lung
vao thudc do. Hai got chan sat nhau, got chan, moéng, vai, cham theo mot

duong thang ap sat vao thude do, mat nhin thdng, lung thang, hai tay tha 16ng
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tw nhién. Ngudi do nhin vao thuéc doc két qua. Chiéu cao duwgc tinh theo cm
v&i mot so Ié.

- Do vong eo: Do bang thwdc day khdng co dan, két qua dugce ghi theo cm
véi mot sO 1é. Vong eo do tvong ng voi diém gilra cla bo dwdi xuong swon
cudi voi bo trén mao chau theo dudng nach gitra. B6i twong ding & tu thé

thoai mai, hai tay budng long, thé ra nhe nhang.

- Do vong hoéng: Po bang thwdc day khong co dan, két qua duoc ghi theo
cm v&i mot s6 18. Vong hong do tuong (ng v&i phan 16n nhat ctia mong. Do

twong dirng & tw thé thodi mai, hai tay budng 1éng.

- Do huyét ap: Dung cu str dung la huyét ap ké dong ho ALPK2 clia Nhat.
Doi twong duoc ngdi nghi ngoi trede khi do 10 - 15 phit, do huyét ap 2 lan
cach nhau 2 phut. S6 do huyét ap clia doi twong sé duoc tinh la két qua trung
binh ctia 2 1an do. Néu két qua gilra 2 lan do chénh nhau trén 10 mmHg, hoadc
huyét ap tdm thu > 140 mmHg hodc huyét ap tam trvong > 90 mmHg thi doi
twong sé duoc do lai lan thr 3 sau 15 phut va két qua dwoc tinh la s6 do huyét

ap cula lan tht 3. Két qua ghi theo don vi mmHg.
2.4.2. Xét nghiém mau, nwdc tiéu:

- Xét nghiém glucose mau mao mach: Xét nghiém glucose mau mao mach
lac do6i va 2 gio sau khi 1am NPDNG bang may do dwong huyét ca nhan
Lifescan ctia Cdng ty Johnson & Johnson (M), day la loai may do dwong
huyét da duoc chuan héa theo mau tinh mach va da duoc st dung trong nhiéu
nghién ctru. Két qua tir mot s nghién ctru cling cho thay, két qua xét nghiém
cla may nay tuong dwong voi két qua cla glucose mau mao mach.

- Xét nghiém sinh hoéa mau: HbAlc, lipid mau, GOT, GPT, Creatinin; xét
nghiém tong phan tich mau, nwéc tiéu dwoc thuc hién tai phong xét nghiém
khoa KCBTYC va khoa sinh hoéa, huyét hoc bénh vién Hiru Nghi Viét X6.
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- Cac xét nghiém duoc lam trén hé thong xét nghiém dat chuan: cac xét
nghiém sinh héa mau duoc tién hanh trén may OLYMPUS 640, tong phan
tich mau duoc lam trén may Celltac G cua hdang Nihon Kohden, xét ngiém
sinh hda nwéc tiéu dwoc thie hién trén may Cobas U601 clia hdng Roche. Céac

may xét nghiém giira hai bénh vién khéng co su khac biét.

25. X LY SO LIEU

Cac sb liéu duoc thu thap sé dwgc xtr ly theo phuong phap thong ké Y hoc,
bang chuong trinh SPSS 18.0

- Cé&c bién s6 dinh tinh s& dwoc mo ta bang tan suét va ty 1é chung cho mau
nghién ctru.

- Céc bién dinh lvong dwoc kiém tra phan bd chuan trudc khi phan tich
bang test cac gia tri trung binh, trung vi, s6 t6i da, t6i thiéu, dd léch chuén.
- DEéxw ly sb liéu, ching t6i si dung cac test thong ké:

+ So sanh trwdc sau st dung test t ghép cap (Paired samples T test)

+ So sanh gilta 2 nhom doc lap s dung test t (Compare mean
Independent - sample T test)

+ So sanh gitra céc ty 1é st dung test X
- Danh gia m6i lién quan gilra cac yéu té nguy co voi tien BTD dung phan
tich hoi quy logistic don bién, da bién. Chon bién phu thudc va céac bién doc
lap dé dua vao phuong trinh hdi quy da bién bang phuong phap gop vao tét ca
(enter).
- Phan tich s6 liéu trong nghién ctu can thiép st dung phuwong phap
intention - to - treat analysis.
- Ty 1é cong don mac BTD duoc tinh bang phwong phap Kaplan Meier
(survival analysis). Kiém dinh su khéc biét gitta cac duong cong tich Iy bang

ki€ém dinh Log-rank, s khac biét cd y nghia thong ké khi p < 0,05.
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- Ty I& méc bénh BTD/100 ngudi-ndm tinh bang s6 nguwdi mac bénh BDTH/
tong s6 nam céc doi twong nghién ctru tham gia x 100.
- Danh gia cac yéu to0 anh hwdng dén sy tién trién BTD trong nghién clru

can thiép: dung M6 hinh hoi quy Cox — (Cox proportional hazards model).

2.6. DAODPUC NGHIEN ClU

- Dé tai dwgc Hoi dong cham dé cuong nghién ctru sinh tredng Dai hoc Y
Ha Noi théng qua.

- Ba6i twong nghién clru duoc thong bao vé muc dich nghién ctu.

- Cé&c dodi twvong tu nguyén tham gia qué trinh nghién ciru.

- Cé&c ddi tvong tham gia nghién ctru sé dwoc tw van thudng xuyén qua dién
thoai

- Nhitng doi twong tién trién thanh BDTD typ 2 sé dwoc nglrng tham gia
nghién clru va diéu tri, theo ddi nhv 1 bénh nhan BTD.

- Nhitng ddi twong cd tac dung khong mong mudn, khong da diéu kién dé
tiép tuc tham gia nghién ctru sé dwgc ngirng nghién ctu.

- Thong tin cha ddi twong duoc gilr bi mat, chi duoc st dung cho muc dich
nghién ctu.

- Tién hanh nghién ctru mot cach trung thwc va nghiém tic.

- Sau khi hoan thanh va bao vé thanh cong trwéc Hoi déng, cac két qua sé
duoc cong bo trén cac tap chi Y hoc va duoc st dung vao muc dich nang cao

strc khoé, han ché su xuét hién va tién trién cia bénh DTD cho cong dong.
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SO DO NGHIEN CUU
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CHUONG 3
KET QUA NGHIEN CUU

3.1. TY LE TIEN PAI THAO BUONG O NGUOI BEN KHAM TAI
KHOA KHAM CHUA BENH THEO YEU CAU - BENH VIEN BACH
MAI

Trong thoi gian tir thang 3/2013 dén thang 12/2013, dé xac dinh ty Ié tién
DBTD trong s6 nhitng ngudi dén kham tai khoa KCBTYC bénh vién Bach
Mai, ching t6i da tién hanh tam soat 688 ddi twong, cac doi tugng nay dap
(rng d0 céc tiéu chuan lya chon va loai trir tai muc 2.1.1, két qua nghién ctru
thu dugc nhu sau:

3.1.1. Ty lé tién dai thao duwong

EGM binh thwong
uTién BTD
=PpTD

Biéu do 3.1: Phan bd nhém doi twong theo mirc glucose mau

Ap dung tiéu chuin chdn doan clia ADA 2012, sau khi tién hanh sang loc 688
d6i twong, két qua cho thdy, co 75 ngudi mac BT chiém ty I& 10,9%, 401
ngudi mac tien BTD, chiém ty I1& 58,3 % va 212 ngudi co glucose mau & mirc
binh thwong, chiém ty I& 30,8 % (Biéu do 3.1)
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S6 ngu i
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RLGMLPD don thuan RLDNG don thuan Két hop RLGMLD va
RLDNG

Bi€u db 3.2: S6 ngudi mac tien BT

Biéu d6 3.2: Trong s6 401 ngudi mac tién BTD, c6 63 ngudi chi co
RLGMLD, 108 nguoi chi c6 RLDNG va 230 ngudi mac cd RLGMLD va
RLDNG, chiém ty 1€ 15.7 %, 26.9 % va 57.4 % tuong tng.
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Bi€u do 3.3: Phan bd dd tudi ctia nhém nghién clru
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Phan tich mot so dac diém cla cac nhém ddi twong, ching toi co:
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D0 tudi trung binh ctia nhém nghién ctru: 49,8, trong d6 cé 68.4% s

ngudi mac tién BTH nam trong do tudi 40-60.

Bang 3.1. M6t s6 dac diém cua cac doi twong nghién ctru

Chung RLGMLD RLDNG Két hop *
n 401 63 (15,7%) 108 (26,9%) 230 (57,4%)
Gigi (nam/nik) 112/289 31/32 12/96 69/161
Tién st gia dinh ** 48 (12%) 6 (9,5%) 13 (12,0%) @29 (12,6%)
Tién st DPTDTN/ 44 4 14 26
sinh con = 4kg (nir) (15,2%) (12,5%) (14,6%) (16,1%)
Tién st THA 69 (17,2%) 9 (14,3%) 14 (13%) 46 (20%)

Chd thich:  * nhém mac két hop cd RLGMLD va RLDNG

chi, em rudt) mac BTD typ 2.

Bang 3.1 cho thay:

**: trong gia dinh c6 nguoi thudc hang thi nhat (b, me, anh,

Trong s6 401 nguai tien BDTD, ni giGi chi€ém 72,1%, nam gidi: 27,9%.

Ty Ié d6i twong c6 ngudi trong gia dinh (hang thi nhdt) mac BTD: 12%

Ty 18 d6i tvgng nir mac BTD thai nghén hodc sinh con > 4kg: 15,2%
Ty 18 méc THA: 17,2%

Gitra 3 nhém khong c6 su khac biét cé y nghia thdng ké vé cac yéu to gidi

tinh va tién st (kiém dinh X°).
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Bang 3.2. Mot s6 dac diém vé thoi quen an uéng hang ngay

Chung RLGMLD RLDNG Kéthop

(n=401) (n=63) (n=108) (n=230)
Gidi: Nam/ni 112/289 31/32 12/96 69/161
Ché do an > 5 khau 367 60 96 211
phan rau/trai cay/ngay (91,5%) (95%) (88.9%)  (91,7%)
Uéng ruou
Murc dé vira 51 10 11 30
(12,7%) (159%)  (11,6%)  (14,2%)
Mic do nhidu 11 (2,7%) 2 (3%) 0  9(4%)
Hut thudc la
Hang ngay 34 (8.5%) 9 (14,3%) 5 (4,6%) 20 (8,7%)
Thinh thoang 59 16 4 39
(14,7%) (25,4%) (3,7%)  (16,9%)
Khdng bao gio 308 38 99 171
(76,8%) (60,3%)  (91,7%)  (74,3%)

V€ théi quen an uéng hang ngay, bang 3.2 cho thay:

- Pa s cac d6i twong trong thuc don hang ngay c6 ché do an nhiéu rau
xanh.

- Ty lé cac d6i twong tiéu thu rvgu va thube la mirc dd vira - nhiéu hang
ngay khéng cao.

- Khong c6 su khéc biét cé y nghia thong ké gitta cac nhém (kiém dinh x).
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Bang 3.3. Mot s6 dac diém vé noi @, trinh do hoc van,

murc do hoat dong thé luc

Chung RLGMLD  RLDNG Két hop

(n=401) (n=63) (n=108) (n=230)
Noi &
Thanh thi 74 (18,5%) 10 (15,9%) 26 (24,1%) 38 (16,5%)
N&ng thén 287 (71,6%) 48 (76,2%) 66 (61,1%) 173 (75,2%)
Mién ndi 40 (9,9%)  5(7,9%) 16 (14,8%) 19 (8,3%)
Trinh dd hoc van
THPT/dai hoc 128 (31,9%) 14 (22,2%) 43 (38,9%) 71 (30,9%)

THCS (6-11 nim)

178 (44,4%)

35 (55,6%)

46 (42,6%)

97 (42,2%)

Tiéu hoc/mu chir 95 (23,7%) 14 (22,2%) | 19 (17,6%) 62 (27%)
Mtrc do hoat dong thé luc

Tinh tai 25 (6,2%) 2 (3.2%) 4 (3,7%) 13(5,6%)
Nhe 88 (21,9%) 12 (19%) 21 (19.5%) 55 (23,9%)
Trung binh 200 (49.9%) 35 (55,6%) = 48 (44,4%) 117 (50,9%)
Ning 88 (21,9%) 14 (22.2%) 35 (32.4%) 45 (19,5%)
Bang 3.3 cho thay:

- Trinh d6 hoc van cla cac déi twong chién chi yéu la THCS (44,4%), trinh
do tir THPT trd 1én chiém 31,9%, va tiéu hoc chiém 23,7%.

- Pa s0 cac dbi twong trong nghién ctru hoat dong thé lwvc mic do trung

binh, chi ¢ 6,2% cac ddi twong c6 16i sdng tinh tai.

- Khong c6 su khéc biét cé y nghfa thong ké gitta cac nhém (kiém dinh x).
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100% -
p>0,05
80% - 76.20% 75.20%
61.10%
60% -
® Thanh thi
40% - Nong thén
24.10% = Mién nui
20% 4 15.90% 14.80% 16.50%
. 7.90% . . 8.30%
0% I | l
RLGMLD RLDNG Két hop RLGMLD va

RLDNG
Biéu do 3.4: Phan bd noi & cAc nhom tién BTD

Biéu dd 3.4 cho thdy: Phan Ién céac d6i twong séng tai ndng thon déng bang

bac bd, gilta cac nhdm khong co si khac biét cd y nghia thdng Ke.

3.1.2. So sanh chi s6 nhan trac va huyét 4p clia cac nhom tién dai thao

duong
Bang 3.4. C4c chi s6 nhan trac ctia 3 nhom tién BT
RLGMLD RLDNG Két hop
(n =63) (n = 108) (n = 230)
Tudi 47,92 +8 427 4824 +721 51,07 + 8,57
BMI (kg/m?) 23,63 2,45 23,28 + 2,59 23,3 +2,82
Chi s6 B/H 0,88 +0,05 0,87 +0,04 0,88 + 0,04

Chud thich: T p < 0,05 so v&i nhém két hop RLGMLD va RLDNG
(Independent sample T test)
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Bang 3.4 cho thay:

- D0 tudi trung binh clia nhém chi RLGMLD va nhém chi RLDNG thédp
hon so v&i do tudi trung binh ctia nhdm két hop cd RLGMLBD-RLDNG c¢o
y nghta thong ké (p < 0,05 - Independent sample T test) .

- Cac chi s6 BMI, chi s6 vong bung/vong hong cla 3 nhdém khong cé su

khac biét c6 y nghia thong ké (p > 0,05 - Independent sample T test).

Bang 3.5. Chi s6 huyét ap ctia 3 nhém tién BTD

RLGMLD  RLDNG K&t hop
(n = 63) (n = 108) (n = 230)
HATT (mmHg) 121,6+7,58 120,16+ 18,9*  12579+19,16

HATTR (mmHg) 79,38+9,97 78,89 + 11,06 81,1 +£11.71

Chu thich: *: p < 0,05 so v&i nhém két hgp RLGMLD va RLDNG

(Compare mean Independent - sample T test).

Béang 3.5 cho thay:

- Nhom RLDNG c6 chi s6 HA tam thu thap hon so v&i nhom két hop
RLGMLDB-RLDNG, c6 y nghia théng ké (p < 0,05 - Compare mean -
Independent sample T test).

- Khong c6 su khac biét vé chi s6 HA tam trwong gitra 3 nhém (p >

0,05 - Compare mean - Independent sample T test).

3.1.3. So sanh chi sb lipid mau ctia cac nhém tién dai thao duong
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Bang 3.6. Cac chi s6 lipid mau ctia 3 nhém tien BTD

RLGMLD RLDNG K&t hop
(n = 63) (n = 108) (n = 230)

Cholesterol TP (mmol/l) 499+1,07* 53 £1,19 534+£1,12

HDL - C (mmol/l) 1,23 +0,37 1,23 +0,31 1,26 + 0,49
LDL - C (mmol/l) 2,83+0,83* 3,14 £0,97 3,38 +1,62
Triglycerid(mmol/l) 209+16 2,2 £2,04 2,21 +2.03

Chu thich: * p < 0,05 so voi nhdm két hop RLGMLD va RLDNG
(Independent - sample T test). Cholesterol TP: Cholesterol toan phan; HDL-
C: HDL cholesterol; LDL-C: LDL cholesterol.

Béang 3.6 cho thay:

- Khi so sanh cac chi s lipid gilra cac nhom, két qua cho thdy, céc chi s6
Cholesterol toan phan, LDL — C, va Triglycerid thdp nhdt & nhom
RLGMLD sau d6 dén nhom RLDNG va cao nhét l1a & nhom méac két
hop cd RLGMLD véi RLDNG.

- Tuy nhién chiing tdi chi tim thdy suv khac biét cé y nghia théng ké & 2
chi s6: cholesterol toan phan va LDL-C ctia nhdém RLGMLD thap hon
so v&i nhom két hop RLGMLBD-RLDNG, c6 y nghia thdng ké (p < 0,05
- Compare mean Independent - sample T test). Ngoai ra khdng thay co
s khac biét nao c6 y nghia thong ké vé cac chi sd lipid mau cla cac

nhom con lai (p > 0,05).

3.1.4. Céac yéu t6 nguy co cla tién dai thao duong

3.1.4.1. Phan tich héi quy don bién
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Bang 3.7. Lién quan tién BTD va mot s6 yéu té nguy co

(Phan tich Ho6i quy Logistic don bién)

Tien  GM binh OR p
bTb thuong (C195%)
(n=401) (n=212)

Tubi =45 Cé 276 119 1,7(1,2-24) p<0,05
Khéng 125 93

Tién st THA Co 69 15 2,7(15-49) p<0,05
Khong 332 197

Tien st DPTDTN C6 44 13 16(0,8-3,1) p>0,05

/sinh con >4kg Khodng 245 116

Tién str gia Co 48 16 1,7(0,9-3,0) p>0,05

dinh* Khong 353 196

BMI =23 Co 202 122 0,8(05-1,00 p>0,05
Khéng 199 90

Tys6B/Hcao Cé 310 154 1,3(09-19) p>0,05
Khoéng 91 58

Chédoan<5 Co 34 16  1,2(06-21) p>0,05

khau phan Khong 367 196

rau/ngay

Uoéng regu miic CO 11 5 1,2(0,4-3,4) p>0,05

dd nhiéu Khong 390 207

Hut thudce 14 Co 34 15 1,2 (0,6-2,3) p>0,05

hang ngay Khong 367 197

L6i song tinh tai Co 25 12 1,1(05-2,2) p>0,05
Khong 376 200

Chd thich: *: trong gia dinh c6 nguwi thudc hang thi nhat mac BT typ 2.
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Bang 3.7 cho thdy: Khi phan tich hoi quy logistic don bién clia cac yéu to
nguy co dbi véi kha nang mac bénh tién BTD co két qua: 2 yéu t6, tubi = 45

va mac bénh THA 1a yéu t6 nguy co mac tién BTD.

100% -
p =0,002

80% -

69.90%

57.30%

60% -

= Ty Ié tien DTD
40% |

20% -

0% -
Tudi < 45 Tudi = 45

Biéu do 3.5: Ty Ié tien BTD theo nhém tudi

Biéu do 3.5 cho thay:

- Ty 1& mac tién DTD trong nhom ngudi = 45 tudi chiém 69,9%, trong khi &
nhém < 45 tudi chi c6 57,3%, su khac biét cd y nghia thdng ké véi p = 0,002
(kiém dinh x?).

100% -~

82.10% p =0,001

80% -
62.80%
60% -
Ty |é tien BTD
40% -
20% -
0% ; .
C6 THA Khoéng THA

Biéu do 3.6: Ty lé tien DTD theo nhém THA
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Biéu do 3.6 cho thay:
- Ty Ié tien BDTD & nhém cé THA chiém 82,1%, & nhom khong THA
62,8%, sw khac biét nay c6 y nghta théng ké véi p = 0,001 (kiém dinh x°).

Khi phan tich hoi quy da bién, ching toi c6 két qua sau:

Bang 3.8. Lién quan tién BTD va mot s6 yéu té nguy co

(Phan tich Ho6i quy Logistic da bién)

YTNC OR (CI1 95%) P

Tudi = 45 1,26 (0,80 — 1,99) p>0.05
Tién st THA 2,89 (1,29 - 6,46) p <0.05
Tién st sinh con > 4kg / 1,81 (0,92 - 3,56) p>0.05
DTDTN (nir)

Tién st gia dinh 1,82 (0,83 - 3,98) p>0.05
BMI > 23 0,74 (0,48 — 1,14) p>0.05
Ty s6 B/H cao 0,41 (0,13 -1,29) p>0.05

Chu thich: *: trong gia dinh c6 nguoi thudc hang thir nhat (b6, me, anh, chi, em
rut) mac BTD typ 2.

K&t qua phan tich hoi quy da bién cho thay chi cé yéu t6 nguy co THA c6 mdi
lién quan doc 1ap dén ty 1& mac bénh tién BDTD (bang 3.8).

3.2. HIEU QUA CAN THIEP METFORMIN VA THAY DOl LOI

SONG O NGUOI TIEN BDAI THAO DUONG

Sau khi sang loc tir 1100 ddi twgng dén kham tai 2 bénh vién, (688 doi twong
tai khoa KCBTYC - bénh vién Bach Mai va 412 dbi tugng tai phong kham A
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- Bénh vién Hru Nghi Viét X0), chi c6 184 nguoi tien DTD dap (rng du diéu
kién (muc 2.1. va 2.2) va dong y tham gia nghién ctru can thiép.

184 d6i twong nay dugc chia lam 2 nhém: nhom can thiép bang thay ddi 16i
song (nhém CT TDLS — 94 nguoi) va nhém can thiép thay doi 10i song két
hop voi diéu tri metformin 500mg/ngay (nhém CT TBLS + metformin — 90
nguoi).

3.2.1. Dién bién nghién ctru

Bang 3.9. Dién bién nghién ctru

DPac diém Chung Nhém CT Nhom CT
TDLS TDLS +
metformin

S6 nguoi tham gia nghién ctru

Bat dau nghién ctru 184 94 (51,1%) 90 (48,9%)
Sau 3 thang 144 74 70
Sau 6 thang 126 65 61
Sau 12 thang 105 56 49
Sau 18 thang 83 42 41
S6 nguoi bd nghién ctru 86 (46,7%) 44 (46,8%) 42 (46,7%)

S6 ngui nglrng nghién clru 15 (8,1%) 8 (8,5%) 7 (7,8%)

Chan doan BTD 12 8 4
Khong dung nap thudc 3 0 3
Thoi gian theo ddi dai nhat 41,2 37,3

(thang)

Chu thich: CT: can thiép. TDLS: thay ddi 16i song
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184 d6i twong thudc 2 nhdom nghién clru dwoc tién hanh can thiép trong thoi
gian 18 thang va tai kham dinh ky. Tuy nhién, qua qua trinh theo doi, ty 1€ bd

nghién clru chung cla ca 2 nhdm sau 18 thang: 46,7%.

Ngoai ra, c6 3 d6i twong phai ngirng tham gia nghién cru vi khéng dung nap
thubc, trong do6 c6 2 bénh nhan bi di ngoai phan 1dng va 1 bénh nhan bi gidm
can nhiéu (bénh nhan lo lang, d& xét nghiém kiém tra loai trr cac ly do khac).
C6 4 d6i twong trong nhom can thiép bang TDLS + metformin va 8 ddi tugng
trong nhdm can thiép thay doi 16i sdng phai nglrng tham gia nghién ctru vi
duoc chan doan BTD typ 2 (trong thoi gian tir 1an tai kham thir 1 dén lan tai
kham th 3, trdc thoi diém tai kham moc 18 thang) — ap dung theo tiéu
chuin muc 2.10.3

3.2.2. bac diém cula doi twong nghién clru trudce can thiép

Bang 3.10: M6t s6 dac diém ctia 2 nhom can thiép

Chung Nhém CT Nhém CT
(n=184) TOLS TOLS + p (X))
(n=94) metformin
(n=90)
n 184 9 90 p>0,05
Tuoi TB 54,82 £6.65 55,72+6.31 53,87 £6.89 p > 0,05
S0 nguoi trong do tudi
30-44 15 (8,2%) 5 (5,3%) 10 (11,1%) p>0,05
45-59 123 (66,8%) 64 (68,1%) 59 (65,6%) p>0,05
60-69 46 (25%) 25 (25,6%) 21 (23,3%) p>0,05
Gioi
Nam 94 (51,1%) 52 (55,3%) 42 (46,7%) p>0,05
N 90 (48,9%) 42 (44,7%) 48 (53,3%) p>0,05

Chu thich: CT: can thiép. TBLS: thay doi 16i s6ng
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Bang 3.10 cho thay:
- D0 tudi trung binh ctia nhém nghién ctu: 54,8
- N gigi chiém 48,9%
- Khoéng c6 suv khac biét gitta 2 nhom vé do tuoi, gigi tinh (p > 0,05 -
kiém dinh x?).

Bang 3.11: Déc diém tién s, noi &, hoc van ctia nhom can thiép

Chung Nhémcan  Nhom CT

2
(n=184)  thigp TBDLS THLS+ p (x)
(n=94) metformin
(n=90)

Tién st giadinh* 65 (35,3%) 35 (37,2%) 30 (33,3%) p >0,05

Tienst DTDTN/ 17 (18,9%) 6 (14,3%)  11(22,9%) p >0,05

sinh con = 4kg (ndi)

Tién st THA 52 (28,3%) 32 (34%) 20 (22,2%) p >0,05
Noi ¢
Thanh thi 113(61,4%) 64 (68,1%) 49 (54,4%) p >0,05
Nong thon 68 (37%) 30 (31,9%) 38 (422%) p>0,05
Mién ndi 3(1,6%)  3(3,3%) 0 (0%)

Trinh d6 hoc van

THPT/daihoc  141(76,6%) 78(83%) 63 (70%)  p >0,05

THCS(6-11nam) 35 (19%) 14 (14,9%) 21 (23,3%) p >0,05

Tiéu hoc/mu chir 8 (4,4%) 2 (2,1%) 6 (6,7%)

Chd thich: *: trong gia dinh ¢ ngudi thudc hang thir nhét 1 méc BTD typ 2
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- 33% cac ddi twong ¢ tién sir gia dinh c6 ngudi mac BTD typ 2.

- 61,4% céac ddi twong song tai khu virc thanh thi

- 76,6% céac ddi twong ¢ trinh do hoc van tir THPT tré 1én.

- Khong cé sy khac biét c6 y nghia théng ké gitra 2 nhom nghién ctu (p >

0,05 - kiém dinh x?).

Bang 3.12. Mot so dac diém vé hanh vi ctia nhém can thiép

Chung Nhém CT Nhém CT
éc diém (n=184)  TOLS TOLS + P (X)
(n=94) metformin
(n=90)
Hut thudce la
Hang ngay 20 (10,8%) 12 (12,8%) 8(8,9%)  p>0,05
Thinh thoang 45 (24,4%) 25 (26,6%) 20 (22,2%) p > 0,05
Khong bao gidy 119(64,6%) 61 (64,9%) 58 (64,4%) p > 0,05
Uéng ruou
MU dd vira 24 (13%)  13(13,8%) 11 (12,2%) p > 0,05
Mc do nhigu 15 (8,1%) 9 (9,5%) 6(6,7%) p>0,05
Ché doan>5khiu  176(95,6%) 90 (95,7%) 86 (955%) p>0,05
phan rau/ ngay
Murc d6 hoat dong thé luc
Tinh tai 20 (10,9%) 11 (11,7%) 9(10%)  p>0,05
Nhe 62 (33,7%) 36 (38,3%) 26 (28,9%) p > 0,05
Trung binh 88 (47,8%) 41 (43,6%) 47 (52,2%) p > 0,05
Ning 14 (7,6%) 6 (6,4%) 8(8,9%) p>0,05
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Bang 3.12 cho két qua:

- Ty lé d6i twong hat thude 14 hang ngay 10,8%, udng rwvgu mic do nhiéu
8,1%.

- Chi c6 10,9% dbi twgng co 16i song tinh tai, da s6 c6 thoi quen an nhiéu
rau xanh/trai cay hang ngay (95,6%)

- Gilra hai nhém khong c6 su khac biét cé y nghia thong ké vé céac dac diém
hanh vi (p > 0,05 — kiém dinh ¥°).

Bang 3.13. Bac diém nhan trac, huyét &p ctia nhom can thiép

Chis6 Chung Nhém CT Nhém CT
(n=184) TDLS TDLS +
(n=94) metformin
(n=90)

BMI (kg/m?) 23,88+2,61 2386+235 2390+287 p>0,05

VB (cm) 86,11+7,72 86,19+751 86,03+79 p>0,05

Ty s6 B/H 0,899 +0.058 0,900 +£0,054 0.898 £0,063 p>0,05

HATT 12255 + 122,01 + 123,12 + p > 0,05
(mmHg) 14,61 14,90 14,36

HATTR 78,72 + 8,65 78,18 +9,67 79,30x743 p>0,05
(mmHg)

Ch thich: CT: can thiép; TDLS: thay doi 16i song

Bang 3.13 cho thdy: chi s6 nhan trac va huyét ap cla 2 nhom twong duong
nhau, khéng c6 su khac biét c6 y nghia théng ké (p > 0,05 - Compare mean

Independent - sample T test).
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Bang 3.14: Chi sd xét nghiém sinh héa — huyét hoc — nwéc tiéu

trwdc can thiép

e Chung Nhém CT Nhém CT
Chi 50 xet TDLS TDLS + P
(n=94) Metformin
(n=90)
Cho TP~ 5,40 £0,98 5,38+ 1,02 5,42 +0,92 p>0,05
HDL-C~* 1,17 £0,31 1,16 £0,32 1,17 £0,30 p>0,05
LDL-C~» 3,12 +£0,93 3,13+ 0,95 3,10+£0,91 p>0,05

Triglycerid » 2,53+ 1,74 2,48+ 1,78 2,58+ 1,71 p>0,05

Creatinin® 79,14 +17,89 81,70 £19,53 76,53 £15,73  p>0,05

AST/GOT(UIN) 125,32 +7,57 2557+8.13 25,06 £6,99 p > 0,05

ALT/GPT (UI/l) 1 24,07 £12,00 | 24,95 +12,98 23,17 £1091 p>0,05

Hemoglobin 138,83+10,06 = 138,39+10,21 @ 139,224+10,11 p>0,05

Protein niéu (+) 0 0 0 p>0,05

Glucose niéu(+) 0 0 0 p>0,05

Chu thich: ChoTP: Cholesterol toan phan. CT: can thiép; TDLS: thay doi 16i

song. ~: mmol/l: ¥: umol/l; ' g/I.

Két qua tir bang 3.14 cho thay:
- Cac chi s6 xét nghiém chirc nang gan, than cla cac déi twgng nghién ctru
trede can thiép déu nam trong gi¢i han binh thuong, khong co doi tvgng nao

bi thi€u mau.
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- Céac két qua xét nghiém vé chirc nang gan, than, xét nghiém lipid mau,
hemoglobin clia ca 2 nhém twong duong nhau, khdng c6 su khac biét c6 y
nghta thong ké (p > 0.05 - Compare mean Independent sample T test).

- Tat cd cac doi tuong trwdc can thiép cd két qua xét nghiém Protein/niéu,

glucose/niéu &m tinh.

Bang 3.15. Chi s6 glucose mau truéc can thiép

e .. Chung Nhom CT Nhém CT

Chi sb xét nghiém P
(n=184) TDLS TDLS +
(n=94) metformin
(n=90)

GM luc doi 6,11+0,38 6,06£0,38 6,16 +0,38 p > 0,05
(mmol/l)
GM sau 2h 9,53+£0,88 9,51£0,81  9,54+0,95 p > 0,05
NPDNG (mmol/l)
HbAlc (%) 569+0,39 568+0,37 572+0,42 p > 0,05

Chu thich: GM: glucose mau; CT: can thiép; TDLS: thay ddi 16i song.

Bang 3.15 cho thay, cac chi s6 xét nghiém glucose mau trwéc can thiép & ca 2
nhom la tvong duong nhau, khong cé s khac biét cé y nghta thong ké (p >

0,05 - Compare mean Independent sample T test)

3.2.3. K&t qua can thiép

Thoi gian theo d&i dai nhat 41,5 thang & nhém can thiép thay doi 16i song va
37,3 thang & nhom can thiép TDLS + metformin. Tuy nhién s6 lwgng doi
twong nghién ctru giam dan, do do6 ching toi lay s6 liéu tai thoi diém 18 thang

dé dam bao du s6 lugng mau nghién ciu.
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3.2.3.1. Ty Ié cdng don dai thao dudng

code

—11.00
r12.00
=1.00-censored
+—2.00-censored

0.8
0.6
0.4=

] Nhom can thiép thay di 16i séng

0.2= = |

Ty |é cong don BDTD

— R - Nhom can thiép TBLS va metformin

T T T
oo .00 10.00 15.00 2000

Thang

Chu thich: dwong mau xanh lo: nhém can thiép thay doi 16i song; dwong mau

xanh l& cay: nhém can thiép TBLS va metformin
Biéu dd 3.7: Ty Ié cong don BTD (Kaplan Meier)

Biéu do 3.7 cho thay:

- Ty lé BTD cong don tai thoi diém 18 thang la 26,3% & nhém can thiép
thay d6i 16i song va 10,6 % & nhém can thiép TBDLS + metformin, s
khac biét nay cé y nghi thong ké (p = 0,044 - log rank test).

- Ty lé BDTD & nhém can thiép thay doi 16i song: 16,6 /100 nguwdi-nam, &

nhom can thiép TBLS + metformin: 5,4 /100 nguGi-nam.

3.2.3.2. Hiéu qua can thiép trén glucose mau



83

Bang 3.16. Chi s6 glucose mau ctia 2 nhém trwéc va sau can thiép

Thoi gian Nhém CT TBLS Nhém CT TBDLS +
metformin
Trwéc canthiégp n=94 6,06+0,38 n=90 6,16+0,38

Gluocse |Sau | 3thang n=74 6,03+053 n=70 592+053*

mau 10c|can  gihang  n=65 509+054 n=61 578%052*

doi thiép

12thang n=56 6,02+066 n=49 580+054*
(mmol/l)
18thang n=42 598+053 n=41 584+055*
Truéccanthiép n=94 951+081 n=90 9,54+0,95

GM sau|sau 3thang n=74 941+142 n=70 912+141*

2h €N 6thang 'n=65 9,34+1,81 n=61 898+165%*

NPDNG thiép

12thang n=56 9,36+155 n=49 9,04+180*
(mmol/l)
18thang n=42 941+141 n=41 912+161
TruGéc canthiép n=94 5,68+0,37 n=90 5,72+0,42

HbAlc :

(%) Sau 3thang n=74 564+039 n=70 568+0,44
€N 6thang n=65 563+044 n=61 562+043
thiép

12thang n=56 564+041 n=49 5,63+0,39
18thang n=42 565+042 'n=41 5,63+0,36

Chu thich:  * :p < 0,05 so v&i thoi diém trudce can thiép (so sanh tirng cap)

GM: glucose mau; CT: can thiép; TDLS: thay doi 16i song.

Béang 3.16 cho thay:




- O nhém can thiép TBDLS + metformin, chi s6 GM lac déi va GM sau
NPDNG tai thoi diém 3, 6, 12, 18 thang déu gidm hon so voi thoi diém trudc
can thiép cé y nghta thong ké, (p < 0,05 - so sanh tirng cap). Chi s6 HbAlc
gidm so v&i thoi diém trude can thiép nhwng khong cé y nghia théng ké.

- O nhdém can thiép thay ddi 16i séng, khéng thdy c6 su khéac biét co y nghiia
thong ké vé cac chi s6 glucose mau luc dai, sau 2h NPDNG va HbAlc khi so

sanh gilra cac thoi diém (p > 0,05 - so sanh tirng cap).

Glucose mau luc doi

mmol/l
6.5

6.3

6.1
\ Nhém CT thay
d6i 16i séng

5.9 \ I

5.7 —=—Nhém CT
metformin

55

5.3

Biéu do 3.8. Chi sd glucose mau Itc déi ciia 2 nhém can thiép

Biéu do 3.8 cho thay:
- Chi s6 GM lic déi & nhom can thiép TBLS + metformin thap hon so
vGi nhdm can thiép thay doi 16i song tai cac thoi diém sau can thiép.
- Chi c6 sw khac biét c6 y nghia théng ké vé chi s6 glucose mau ltc doi
gilra 2 nhdm tai thoi diém 6 thang sau can thiép (p = 0,039- independent

samples T test)

Glucose mau sau 2h lam NPDNG
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mmol/l
10
9.8
9.6 p S U,Ub
V‘\ N
9.4 N — + X —o—Nhém CT
9.2 thay ddi 16i
son
o Y e g
8.8 Nhom CT
8.6 metformin
8.4
8.2 T T T T 1
0 3 6 12 18 Théng

Biéu do 3.9. Chi sd glucose mau sau NPDNG clia 2 nhém can thiép

Biéu do 3.9 cho thay:

- Chi s6 GM sau NPDNG & nhom can thiép TDLS + metformin thap hon
so v&i nhém can thiép thay doi 16i song tai cac thoi diém sau can thiép

- Tuy nhién khodng c6 su khac biét c6 y nghia thong ké vé chi sb glucose
mau sau 2h NPDNG giita 2 nhém can thiép tai cung moc thoi gian (p >

0,05) (independent samples T test)

HbAlc
%
6 —
5.9 1 —+—Nhoém CT
thay ddi 16i
5.8 - sbng
5.7 - —_— Nhém CT
¢ . " —e metformin
5.6 -
5.5 4
5.4 T T )

Biéu do 3.10. Chi s HbAlc ctia 2 nhém can thiép
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Biéu do 3.10 cho thay: Khong cé sw khac biét vé nong do HbAlc gilra 2
nhém can thiép & cac moc thoi diém 3, 6, 12, 18 thang (p > 0,05).

(independent samples T test)

@ Chi sb gluose mau luc doi binh thuong

50%

p <0,05
39.3% .00
40% - 36:2% 220%
L0772
30% 25.8% 25.0% ®Nhém CT
20.3% 19.6% Itgiagéim
20% -+ e G Yy g
Nhém CT
10% B s B s metformin
0% : : : .
3 6 12 18 Thang

Biéu do6 3.11. Ty Ié doi twong cb chi so glucose mau lic doi

& mirc binh thuong

Két qua biéu dd 3.11 cho thay:

- Trwéc can thiép, khéng c6 ngudi nao cd chi s6 glucose mau binh
thuwong, nhung sau 3, 6, 12, 18 thang, & ca 2 nhém déu xuét hién nhirng
nguoi cd mirc glucose mau luc déi tré vé ngudng binh thuong.

- Tuy nhién, & nhom can thiép bang TBLS + metformin, % s6 ngudi co
chi s6 glucose mau lic déi binh thwong cao hon nhém can thiép thay
doi 16i song, khac biét cé y nghia thong ké tai thoi diém 6, 12 va 18
thang voi (p< 0,05) (kiém dinh X°).

@ Chi sb gluose mau sau NPDNG binh thudng
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50%
p <0,05
40%
p >0,05
29.8% 30.0% ENh6m CT
30% thay doi
21.4% 16i sbng
200 .
14.8% 15.7% Nhém CT
° 13.7% 14.3%4 metformin
10.1%
i l 777777777777777777777777777777777 I 777777777777777777777777777777777 I 777777777777777777777777777777777 I 7777777777777777
0% T T T 1

Biéu do6 3.12. Ty lé doi twong cb chi so glucose mau sau NPDNG
& mirc binh thuong
Biéu do 3.12 cho thay:
- Sau can thiép, ty 1é nguti c6 mirc GM sau NPDNG & nhom can thiép
TDLS + metformin cao hon & nhém can thiép thay doi 16i song
- Khéc biét c6 y nghia théng ké chi c6 tai thoi diém 12, 18 thang sau can
thiép (p < 0,05 - kiém dinh ¥°).

Chi s6 glucose mau lic déi va glucose mau sau NPDNG binh thuong

50% -
p <0,05
40% - 0
mNhom CT
thay d6i 16i
a0% sbng
22.4%
pooh 19.1% Nhém CT
15.5% metformin
) 9.7% '
10% - 5 0% 5.9% 5.8% 4.8%
» S T T
3 6 12 18 Théang

Biéu db6 3.13. S6 nguoi cb chi s6 GM ltc dbi va sau NPDNG & mirc binh thuong
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Biéu do 3.13:

Sau can thiép TBLS + metformin, s6 nguoi cé cda GMLD va GM sau NPDNG
& mic binh thwong tang dan, va cao hon so v&i nhém can thiép thay doi 16i
song. Su khéc biét c6 y nghta thong ké cé & thoi diém 12 va 18 thang (p <
0,05 - kiém dinh x?).

3.2.3.3. Hiéu qua can thiép trén chi s6 nhan trac

Bang 3.17. Chi s6 nhan trac trwdc va sau can thiép

Thoi gian Nhom CT TBLS Nhom CT TBLS +

metformin

Trwéc canthiép n=94 2386+ 2,35 |n=90 23,90+ 2,87

BMI Sau 3thang 'n=74 23,75+ 231 |n=70 2357+ 2,72*

2
(ko/m) \can  ‘Gihang n=65 2384+229 | n=61 23.27+259

thiep “12thang n=56 2395288  n=49 2331213

18 thang n =42 23,85+2,60 n=41123,41+2,04

Truwgccanthiégp n=94 86,19+ 751 n=90 86,03+7,96

VB Sau 3thang n=74 86,15+742 n=70 8514 +691*

(cm) can  6thang n=65 86,12+7,19 n=61 84,51+999

thiep 12thang n=56 86,23+7,70 n=49 84,53 +7,54

18 thang n=42 86,17+7,62 n=41 84,57 +7,19

Trwéccanthiép n=94 0,90+ 0,05 n=90 0,898+ 0,063

Ty 80 say 3thang n=74 0,897+ 0,055 n=70 0,891+ 0,053

VBVH lcan  ‘Gthang  n=65 8898+ 0048 n=61 089+ 0051*

thi ,
P '12thang n=56 0898+ 0,052 n=49 088+ 0,055

18thang n=42 0,900+ 0,05 n=41 0,886+ 0,054

Chu thich: * p < 0,05 so voi thoi diém triéc nghién clru (so sanh tirng cap).
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Bang 3.17 cho thay:

- O nhdm can thiép TBLS + metformin: cac chi s6 BMI, vong bung, ty s6
vong bung/vong hdng sau can thiép déu giam so véi thoi diém trudc nghién
ctru, tuy nhién sw khac biét cé y nghia théng ké chi c6 & chi s6 BMI, VB tai
thoi diém 3thang; VB/VH tai thoi diém 6 thang (p < 0,05). (so sanh tirng cap
— Paired samples T test).

- O nhdm can thiép TBLS, khéng thdy cd su thay ddi co y nghiia thdng ké
V& céc chi s6 nhan tréc.

- \Vong bung ctia nhém can thiép TBLS + metformin thap hon so v&i nhdm
can thiép thay doi 16i s6ng tuy nhién si khac biét nay khéng cé y nghia thdng
ké (p > 0,05). (independent samples T test)

Chi s6 BMI truéc va sau can thiép cla nhém can thiép TBLS +

metformin
100%

80%
= 60.7% 61.0%
S 60% 55.3%
=S 50.0% BMI < 23
) .
2‘3 40% 38.9% 23 <BMI < 25
wn
X =BMI > 25

20% +— I I -----------------

O% T T I T T
0 3 6 12 18 ,
Thang

Biéu do 3.14. Ty Ié cAc nhém BMI khéac nhau tai cac thoi diém trwde va sau

can thiép ctia nhém can thiép TBLS + metformin.



Biéu do 3.14 cho thay:

Ty 1é ngudi c6 BMI < 23 sau can thiép tang hon lic trwéc can thiép,

90

dac biét tai thoi diém sau can thiép 6 thang, tuy nhién s khac biét nay

c6 y nghfia théng k&, (p = 0,046 - kiém dinh ¥°).

3.2.3.4. Hiéu qua can thiép trén chi s6 huyét ap

Bang 3.18. Chi s6 huyét ap cia 2 nhém truéc va sau can thiép

HA | Thoi gian Nhém CT TBLS Nhém CT TBLS +
metformin
HA tdm | Trvéc can thiép | n=94 122,01£1490 n=90 123,12 +14,36
thu Sau | 3thang |n=74 119,52+17,88 n=70 120,43 +1379
MMHY | can  6ang In=65 11046127 n=61 119,91+ 12,35*
e thang n=56 119,56+115* n=49 119,13+ 1219*
18théng n=42 117,71+130* n=41 118,56 +11,54*
HA tam | Truéc can thiép n=94 78,18+9,76 n=90 79,30+7,43
UUONG | sy 3thang n=74 7617+7,26* n=70 78,08+7,90
MMHG | can  Giang  n=65 7608+827*% n=61 7747+829*
RGP thang n=56 7626+801* n=49 77,36+811
18théng | n=42 7567+759* n=41 76,70 +6,12 *

Chu thich: * : p < 0,05 so véi trwéc can thiép. (so sanh ting cap — Paired

samples T test).

Béang 3.18 cho thay:

- HA TT va HATTR cla cd 2 nhom can thiép déu thay doi c6 y nghia

thdng ké so voi thoi diém trwée can thiép (p < 0,05 - so sanh tlrng cap).
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- Khi so sanh huyét ap tdm thu gitta 2 nhom tai cac thoi diém sau can
thiép, chung t6i khong thay cé suv khac biét cé y nghia thong ké. (p >
0,05). (independent samples T test).

- Huyét ap tdm trwvong & 2 nhdm can thiép cling khéng c6 sw khac biét cé
y nghta thong ké tai cac thoi diém sau can thiép (p > 0,05 - independent

samples T test).

Ty Ié THA truwéc va sau can thiép

30%

25%
’ 21.3% p<005
21.1%
20% - B Nhém CT thay
doi 16i séng
15.0%
15% - 13-7%
12.3% 11.9%
10.1% Nhém CT
10% - : metformin
: 7.3%
el B B B = = Thang
O% T T T T T 1
0 3 6 18

Biéu do 3.15: Ty Ié nguoi cd HA tam thu = 140 mmHg & 2 nhém

trwdc va sau can thiép

Nhan xét: Sau can thiép, s6 nguoi c6 HATT = 140mmHg giam & cd 2 nhém

so V@i thoi diém trwde can thiép cd y nghia thong k&, (p < 0,05 — kiém dinh
2

X)-

3.2.3.5. Hiéu qua can thiép trén lipid mau
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Bang 3.19. Chi s6 lipid mau ctia 2 nhém truéc va sau can thiép

Thoi gian Nhom CT TBLS Nhom CT TBLS +

metformin

TruGc can thiép n=94 538+ 102 n=90 542+ 092

CHOTP |say 3thang n=74 529+ 083 n=70 522+ 0,70

(mmol/l) | can 6thang n=65|521+ 089 | n=61 515+ 0,89

-
P 1othang n=56 525+ 0.99 |n=49 525+ 100

18thang n=42 527+ 098 n=41 523+ 1,00

Trwéc can thiép n=94 116+ 035 n=90 1,17+ 0,30

HDL-C |say 3thang 'n=74 112+ 028 'n=70 113+ 023

(mmol/l) fcan  ‘gthang n=65 120+ 033  n=61 116+ 028

thiép 12thang n=56 121+ 035 n=49 1,18+ 0,33

18thang n=42 121+ 0,28 n=41 1,15+ 0,28

Truéccanthiép |n=94 314+ 0,95 n=90 3,10+ 0,91

LDL-C
mmol/l | Sau 3thang n=74 303t 071 n=70 2,85+ 0,78
can 6thdng n=65 298+ 091 n=61 2,79+ 0,72 *
NP 2 thang n=56 3,08t 097 Nn=49 2,90+ 0,82
18 thang n=42 3,12+ 0,95 n=41 282+ 0,90
TruGc can thiép nN=94 248+ 178 n=90 258+ 1,71
;?nol,, Sau  3thang n=74 2,18+ 100* n=70 248+ 135

can 6thang n=65 2,16+ 1,07 n=61 228+ 1,28

NP othang n=56 228t 1,16 |n=49 233% 152

18thang n=42 221+ 099 n=41 231+ 135
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Chd thich: * : p < 0,05 so véi trwdc can thiép. (so sanh tirng cap — Paired

samples T test). Cho TP: Cholesterol toan phan. TG: Triglycerid

Bang 3.19 cho thay:
- Chi s0 lipid mau & ca 2 nhom sau can thiép déu cé su thay doi so voi trudc

can thiép.

- Sw khac biét co y nghia théng ké chi c6 & chi s6 LDL — C & nhém can thiép

TDLS + metformin tai thoi diém 6 thang va triglycerid & nhém can thiép

thay doi 10i song tai thoi diém 3 thang so voi thoi diém trudc can thiép (p <

0,05) (so sanh tirng cap — Paired samples T test).

mmol/I
3.4
2
3 & . =Nhém CT
N N od thay doi
3 \ =g 16i s6ng
28 \ / \
==Nhém CT
26 metformin
2.4
22 . . . . . Thang
0 3 6 12 18

Biéu do 3.16. Chi so LDL — cholesterol mau ctia 2 nhém can thiép

Biéu do 3.16 cho thay: khong co6 sw khac biét cd y nghta thong ké vé chi s6
LDL-C ctia 2 nhém can thiép (p > 0,05).
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3.2.3.6. Cac yéu td &nh hwdng dén su tién trién dai thao dwong - (M6 hinh

hoi quy Cox — Cox proportional hazards model).

Bang 3.20. Cac yéu t6 anh hwdng dén sw tién trien DTD

Cac bién B Ty s6 nguy co p
(Hazard ratio) (95% CI)

GM luc doi 1,482 4,400 (1,326 — 14,600) 0,015
GM sau NPDNG 0,813 2,255 (1,285 -3,958) 0,005
HbAlc 1,169 3,220 (0,770 - 13,461) 0,109
BMI 0,001 1,001 (0,798 —1,255) 0,994
Tudi 0,007 1,007 (0,911-1,113) 0,534
Gioi 0,190 1,210 (0,350 -4,187) 0,764
Tién str gia dinh * 0,441 1,554 (0,586 — 4,121) 0,375
Huat thu6c 1a hang ngay 0,121 1,128 (0,270 — 4,717) 0,869
LG6i s6ng tinh tai -0,594 0,553 (0,140 — 2,182) 0,397
Ché d6 dn <5 khdu phan 0,740 2,096 (0,263 — 16,687) 0,485
rau/ ngay

Udng rugu nhiéu -0,791 0,453 (0,081 - 2,524) 0,366
Can thiép metformin -0,627 0,534 (0,203 — 1,404) 0,204

Chu thich: * : trong gia dinh c6 ngwoi thudc hang thr nhat (bd, me, anh, chi,

em rudt) mac TP



Bang 3.20 cho thay:

- Nhitng yéu to c6 anh hudng dén su tién trién tir tién BTD thanh BDTD

typ 2 do la: chi sd glucose mau luc doéi va glucose mau sau NPDNG tai
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thoi diém bat dau can thiép.

- Céc yéu t0 khac khdng thay c6 anh hudng dén sw phat trien DTD (p >
0,05): tudi, gi¢i, BMI, tién stt THA, tién st gia dinh, ndong do HbAlc...

3.2.3.7. Tuan tha diéu tri metformin

Bang 3.21: Tuéan tha diéu tri metformin ctia nhém CT TDLS + metformin

Thoi diém Luwong thudc metformin

sau can n da dung/tong so thudc S8 nguoi %

thiép duogc cap

3 thang n=90 50-79% 7 7,8
> 80% 83 92,2

6 thang n=61 50-79% 4 6,6
> 80% 57 93,4

12 thang n=49 50- 79% 3 6,1
> 80% 46 93,9

18 thang n=41 50- 79% 1 2,4
> 80% 40 97,6

Két qua tir bang 3.21 cho thay:

- Pa sb cac doi twgng déu tuan tha diéu tri tt, véi trung binh mic dung

thudc = 80%: 94,3%

- Khdng co do6i twong nao dung thudc du¢i mic < 50%.
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3.2.3.8. Cac tac dung khéng mong muén & nhém can thiép TBLS +

metformin

Bang 3.22 : Chi s6 xét nghiém mau ctia 2 nhém truéc va sau can thiép

Thoi gian Nhom CT TBLS Nhom CT TBLS +

metformin

Trwoc canthiép n=94 2557+ 8,13 'n=90 25,06+ 6,99

GOT Sau 3thang n=74 2531+ 787 n=70 2572+ 901

(mmol/l) | can -
6thang ' n=65 27,48+ 10,88 n=61 23,72+ 6,32
thiép

12thang n=56 2546+ 7,22 n=49 2554+ 7,50

18thang n=42 2436+ 683 n=41 2379+ 4,69

GPT Trwéc canthiép n=94 2495+ 1298 n=90 23,17+ 10,91

(mmolf) |say  3thang n=74 2385+ 12,22 n=70 2242+ 9,04

can .
6thang n=65 26,66+ 12,72 n=61 23.12+ 11,10

thiép

12thang n=56 2452+ 12,74 n=49 2350+ 11.25

18 thdng n=42 23,16+ 858 n=41 2352+ 881

Trwéc canthiép n=94 8171+ 19,53 n=90 76,53+ 15,73

Creatinin

umol/l | Sad 3thang n=74 84,26+ 19,52 n=70 66,90+ 19,05
“M " Gthang n=65 82501913 n=61 68,12+ 29,38
thiép

12thang in=56 81,6+ 19,2 n=49 67,60+ 19,5

18 thang n=42 82,07+ 21,71 n=41 69,41+ 18,08
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K&t qua tir bang 3.22 cho thay, trong thoi gian 18 thang theo ddi:

Tat ca cac chi s6 xét nghiém sinh hoéa (chirc nang gan, than), huyét hoc,
nudce ti€u cla cac ddi twong trong thoi gian theo ddi déu nam trong gidi
han binh thwong.

Khoéng c6 tredng hgp nao bi phan rng ngoai da.

Khong cé dbi twgng nao xuét hién cac tinh trang nhiém toan lactic, suy
tuan hoan, hodc phai phau thuét.

2 truong hop di ngoai phan léng, mac du da chia nho liéu thudc.

1 trudng hop gidm can nhiéu (gidm 7% can nang trong 6 thang).
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CHUONG 4
BAN LUAN

4.1 TINH HINH MAC TIEN PAI THAO DUONG O NGUOI BEN
KHAM TAI KHOA KHAM CHUA BENH THEO YEU CAU - BENH
VIEN BACH MAI

4.1.1.Ty Ié mac tién dai thao duwong

Hién nay, ty 16 BDTD typ 2 dang gia tdng nhanh chéng trén toan thé gi¢i [11],
do d6 phong bénh BTPD dang tré thanh muc tiéu cap thiét ctia nhiéu qudc gia
trong dé c6 Viét Nam. Theo wéc tinh cta IDF, nam 2017, civ 10 nguoi truéng

thanh thi c6 1 ngudi méc DT va s6 ngudi mac DT tiép tuc ting 1én [3].

K&t qua tir cac cudc diéu tra dich té trong nudc gan day da cho thay, ty 1&é méc
PTD, tien DTD tai cac ving ndng thdn Viét Nam, noi ma trude day ty 18 mac
cac bénh ly chuyén héa thap, da gia tang nhanh chéng trong mot thoi gian
ngan. Diéu tra clia bénh vién ndi tiét trung wong cho thay, ty 16 RLDNG tai
vung ndng thén nam 2002 la 7% [29] va sau 10 nam, diéu tra nam 2012, ty 1é
nay da tang 1én la 11,2% [4].

Nhw vay, cong nghiép hoa da dnh hwédng téi cac vung nong thon, viéc thay
ddi sang ché do an nhiéu chat béo, it xo cong véi 16i song tinh tai tang lén,
hau qua lam tang chi so6 khoi co thé, da cé méi lién quan dén viéc phat trién
bénh BDTD typ 2. Biéu nay da dugc chirng minh trong cac cac nghién cliu tai
nhi*ng quan thé cac quéc gia m&i cong nghiép hdéa [103] va trong quan thé di
dan [104], noi ma trudc d6 co ty 16 DTD typ 2 & murc thap.

Ngoai ra, theo nhiéu nghién cttu, trong suét nhirng ndm dau mac bénh BTD
typ 2, ngudi bénh thuwong co it triéu chirng hodc cac triéu chirng do xay ra

nhung khdng nhan thady duoc [105] vi vay c6 mot phan khéng nhd nhirng
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nguoi bénh BTD, tién DTD chua tling dugc chan doan trvdc do, chua duoc

hwéng dan dy phong BTD.

Bénh vién Bach Mai la mot trong nhitng bénh vién dau nganh ca nuéc, hang
ngay ti€p nhan mot luwgng rat Ién bénh nhan dén kham, trong d6 Khoa
KCBTYC bénh vién Bach Mai trung binh khdm khoang 1000 lwot bénh
nhan/ngay, dén tir nhiéu tinh thanh trong c& nuéc trong dé da phan dén tir cac
ving ndng thén mién Bac, dong thdi, khoa KCBTYC la mot don vi dap tng
duoc day da kha nang tién hanh nghién ctru. Do d6 chung toi lwa chon khoa
KCBTYC bénh vién Bach Mai dé tién hanh nghién ctru diéu tra ty 16 mé&c tién

D TP trong s6 nhirng doi twong dén kham strc khoe.

Lra tudi dwgc chon trong nghién ctru nay clia ching toi tir 30 — 69 vi:

- Theo nhiéu diéu tra dich té, ty 16 DTD/ RLDNG & Ita tudi < 30 rét it so
vGi ty 18 BDTB/tien DTD chung. Chang han nhw diéu tra dich té clia Bénh vién
NOi tiét trung wong nam 2012 trén pham vi toan quéc cho thdy, ty 1€ BDTD/
tien BDTD & do tudi 30-39: 1,7%/6,8 % trong khi ty 16 DTD/ tién BTD cla
nhém tudi 30 - 69: 5,7%/12,8% [4].

- Pay cling la do tudi chiém da so trong cac doi twong di kham bénh tai
khoa KCBTYC bénh vién Bach Mai.

Do dd, chiing t6i tién hanh nghién ctru mo ta cat ngang trén 688 déi tuong dén
kham strc khoe tai khoa KCBTYC bénh vién Bach Mai, do tudi trung binh
49,2 tudbi; nir gi¢i chi€ém chu yéu (66,8%), trong dé da phan dén tlr cac ving
ndng thén va mién ndi 79,7%, va chi c6 20,3% dén tlr cac vung thanh thi, day
cling la dac trung cla nhém déi twong kham tai bénh vién Bach Mai noi
chung. Dac diém chung clia nhdm nghién ciru dwoc trinh bay & bang 3.1 va
3.2.
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K&t qua nghién ctru cla ching tdi cho thay, trong s6 688 ddi twgng tham gia
nghién ctu, ty 1&8 mac RLGMLD chiém 15,7%, mac RLDNG chiém 26,9% va
mac két hop cd RLGMLD va RLDNG: 57,4%; ty Ié méc bénh & 2 gidi nhu

nhau.

Két qua nghién clru clia ching tdi cao hon két qud clia mot s6 nghién clru
duoc ti€n hanh tai cong dong: ty 1€ tién BTD cla mot s6 nghién clru tién hanh
tai cac tinh/thanh phd: tai Ha NoOi 16,9%; Tra Vinh:19,3% [34], tai tinh Ha
Nam: 15,2% [106].

Tuy nhién mot s6 nghién ctu tai cong dong ciing cho ty 1&é mac tién BT kha
cao. Nam 2013 nghién ctru clia Phan Hwéng Duwong tai quan Hong Bang Hai
Phong cho thdy ty I8 méc tien BTD: 29,53% [84]; theo nghién clu cua
Nguyén Thi Ngoc Diép ndm 2012 tai thanh phd H& Chi Minh, ty I& mic tién
PTD: 27,2% [31].

Do la cac két qua nghién ctru tai cdng dong, nhwng néu so sanh két qua trong
nghién ctru nay cla ching t6i véi két qua clia cac nghién ctru tién hanh tai

khu virc bénh vién thi cling cho két qué twong tu.

Ha Nam
Tra Vinh
TP HCM
Hai Phong
BV TW Hué

Khoa Noi A BV HN

Khoa KBTYC BV BM

0.00% 10.00% 20.00% 30.00% 40.00% 50.00% 60.00% 70.00%

Biéu d0 4.1. Két qua ty 1é tien BTD theo mot sd nghién clru trong nwéc
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Nghién ctru ctia Nguyén Vi Quynh Thi va cdng sv thuc hién tai khoa kham
bénh bénh vién trung vong Hué Nam 2018 cho thdy, ty Ié tién BDTD: 50.7%
[107]. K&t qua nghién ctu clia ching toi tai bénh vién Hitru Nghi nam 2014
cling cho thdy ty 1& mac tien BTD & nhom ddi tuong can bo 1a 57,8% [89];
Hon nita, theo k&t qua nghién cttu ctia D6 Trung Quan ndm 2015 tai
KCBTYC bénh vién Bach Mai, ty 1& mac tién DTD tai day 14 38% [35].

Ngoai ra, két qua clia ching toi cling tuong tw v&i so lieu ctia mot s6 quoc gia
trén thé gi¢i. Nghién clru tai bénh vién & Sao Paolo (Braxin) cho thay, ty 1é
tien DTD: 68,3% [86]. Con tai Anh, theo bdo cao nam 2011, ty Ié tien BTD la
35,3%, trong do, 50% nhitng ngudi = 40 tudi + béo phi dwoc chdn doan méac
tien BTD [108]. Trung Qudc tir lau da dwoc xép vao nhom cac nwdc cé ty 1€
méc tien DTD, DTD cao nhét thé gi¢i, ndm 2012, ty Ié tién BDTD cla nuéc
nay la 66,3% (bao gom ca tiéu chi glucose mau va HbAlc) [109]. Mét s6
quéc gia chau A khéc cé ty 18 méc thdp hon, tai Nhat Ban:ty 16 méc RLDNG
tai khu viec néng thdn 16,5% [110]; tai Han Qudc; ty 1& méc tien BTD la
20,4% [111]

Nhat

Han Quéc
Anh

Trung Quéc

Braxin

Chung toi

0.00% 20.00% 40.00% 60.00% 80.00%

Biéu d0 4.2. Két qua ty 1é tien BTD theo mot s6 nghién clru nwdc ngoai
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Nhu vay co thé thdy, ty 1é mac tien DTD la con s6 dang bao dong, dac biét
trong nghién cttu ctia ching toi, c6 dén 51,3% s6 ngudi mac tién BDTD trong
do tudi 30-50, day la nhom déi twong néu khong duoc gido duc phong nglra
bién chirng, thi sau 10 nam véi ty Ié tién trién 3 -10%/nam (theo két qua clia
mot s6 nghién ctru [5, 7]) thi nhitng d6i twong nay sé mac BTD typ 2 thuc su,
trong khi d6 ho van 1a nhitng ngudi con trong do tudi lao dong, diéu do sé anh

hwdng khéng nhé téi hiéu qua lao dong chung cla toan xa hoi.

4.1.2. So sanh chi s6 nhan trac va lipid mau cta cac nhom réi loan

glucose mau

Chi sd nhan trac

K&t qua tir nghién ctru clia chiing t6i cho thay, tudi > 45 la mot yéu t6 nguy co
clia mac tien BTD, tuy nhién tlr sw phan tich tai bang 3.4 cho thdy rd hon, do
tuBi mac tng dan theo thi tu tir: nhém RLGMLD, nhém RLDNG va dd tudi
cao nhat la nhém két hop RLGMLP va RLDNG, dac biét sy khac biét cé y
nghta théng ké gita nhdm chi c6 RLGMLD hodc mac RLDNG don thuén so
vOi nhém két hgp cA RLGMLD va RLDNG.

K&t qua nay ciing tvong dong véi két qua cta nghién ctru clia D6 Thi Ngoc
Diép tai TP HCM, trong nhom tudi 60-69 ty 16 mac RLDNG 17,3%, mac
RLGMLD 17,9%, glucose mau binh thuong 50,8%, nhom tudi 30-39 ty |é
mac RLDNG 3,6%, mac RLGMLD 11,4 %, glucose mau binh thudng 84,6 %
[31]. Ngoai ra nghién ctru Ausdiab cling cho két qua tuvong tw [112].

K&t qua nay ciing mot 1an nita khang dinh tudi cao 12 mot yéu t6 nguy co cla
mac tien DTD ciing nhu DTPH.
Bén canh yéu t6 tudi tac, THA cling la mot yéu to nguy co da duoc biét dén

tr lau. K&t qua nghién cru cua ching téi cho thdy, chi s6 HA & nhom
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RLGMLD, RLDNG déu thdp hon nhom méic két hop cd RLGMLD va
RLDNG, tuy nhién chung t6i chi thay su khac biét cé y nghia thdng ké khi so
sanh gira HA tam thu ctia nhom RLDNG so v&i nhdm mac két hop. Két qua
nay cang khang dinh lai két qua nghién ctu trén rang THA 1a yéu t6 nguy co

clla mac BTP.

Nhw da dé cap dén & trén, nguyén nhan co ban gay ra rdi loan chuyén hoa
glucose la d& khang insulin va béo bung. M6i mot thanh phan cta hdi ching
chuyén hda dong vai tro quan trong trong chuyén hoa lipid va glucose. Nam
1978, West [113] dd nhan manh dén tam quan trong cta béo phi nhu la mot
dac diém noi bat, pho bién clia BTD typ2. Trong hau hét cac nghién ctru, béo
phi co lién quan véi tang nguy co DTD, tién BDTD va qua trinh tién trién tr
tien BTD thanh BTD. Tuy nhién, két qua nghién ctru clia ching toi cho thay
khong c6 s khac biét vé chi s6 BMI, ty 1é vong eo/vong hdng gitra cac nhém
tien DTD, két qua nay twong tw két qua cla nghién cttu D6 Thi ngoc Diép
nghién ctu tai TP HCM[31]. Ngoai ra, theo két qua nghién clru cla
Tankova,2ty 1& méac hdi chitng chuyén héa & nhitng ngudi RLGMLD va
RLDNG twong doi cao (84,03% va 89,13%) cao tvong dwong véi nhom BTD
mé&i dwgc chan doan (89,51%). Diéu nay cling dd mot lan nira cho thdy, hoi
ching chuyén hoéa da ton tai dong thoi khong phai la & giai doan DTD ma
ngay ca giai doan tién BDTD va hon nira, RLGMLB/RLDNG khéng phai chi
duoc xem xét dwgi goc do la roi loan chuyén héa glucose ma can phai xem
xét nhu la mot yéu t6 nguy co cla bénh ly tim mach.

@ Chisb lipid mau

Theo nghién cttu cla Perry, ty & nhitng ngudi DTD c¢d méc r6i loan chuyén
hoa lipid chiém 50% [39]. Tinh trang r6i loan lipid mau & nhitng nguoi tang
glucose mau biéu hién mot tinh trang khang insulin, d6 la co ché sinh ly bénh

trung tam clda BTD typ 2 va béo bung, gay ra tinh trang tang insulin mau,
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thic day qua trinh tan tao dwong tai gan va lam giam qua trinh phan giai lipid
tai cac md m& dan dén lam tdng cac acid béo ty do va ting tiét cac hat
lipoprotein trong lwgng phan t& rét thap (VLDL), gay ra tang triglycerid va
gidm HDL-C. Nhirng nguti c6 RLDNG da duoc nhan thdy la c6 nhiéu nhiing
réi loan lipid mau (tang triglycerid, giam HDL-C) hon so v&i nhirng nguti cé
murc glucose binh thwdng hoac RLGMLD. Hién tuwong dé khang insulin quyét
dinh dén nhitng thay déi dac trung cla lipid mau, bao gdbm tang triglycerid,
giam HDL - C, nhitng thay ddi nay duwoc chirtng minh trong céc nghién ctu
gan day gitta mot bén la nhém RLGMLD va mot bén la nhom RLDNG va
DTD méi phat hién [114]. Nhitng két qua nay ciing gian tiép cho thdy hién
twong dé khang insulin tang cao & ngay giai doan RLDNG.

Két qua nghién clru cta ching t6i cho thdy, cholesterol toan phan, LDL-C
(mot yéu t6 nguy co quan trong trong viéc dw doan méc cac bénh ly tim
mach) va triglycerid cia nhdm RLGMLD thap hon nhom BTD va nhom két
hop RLGMLD - RLDNG, trong dé dac biét chi y, chi sé cholesterol toan
phan va triglycerid cita nhom RLGMLD thap hon c6 y nghia théng ké so voi
nhom két hop; ngoai ra, ching tdi khong thdy cé sw khac biét c6 y nghia
thong ké vé chi so lipid mau khac. K&t qua nay cung voi két qua tvong tw cla

mot s6 nghién cru trong nwdc va trén thé gioi [114-117].

Gan day, két qu tir nhiéu nghién ctru trén thé gi¢i da cho thdy, RLGMLD va
RLDNG c6 co ché sinh ly bénh khac nhau va do d6 cé nhirng hau qué khac
nhau. Nhi*tng ngudi c6 RLGMLD sé& méc dé khang insulin & gan nang va do
nhay insulin tai cac co gan nhuv binh thudng (tham chi la binh thvdng), trong
khi d6 nhitng nguwdi mac RLDNG c6 dé khang insulin tai co ting dang ké
nhwng chi mac dé khang insulin tai gan rat nhe vdi réi loan tiét insulin & pha 1
va 2 [116, 118] va chinh RLDNG chir khdng phai RLGMLD c6 méi lién quan
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dén dé khang insulin va do d6 nguy co tim mach & nhém RLDNG ciing khac
50 v6i nhém RLGMLD [115].

4.1.3. Cac yéu t6 nguy co cua tién dai thao duong

Tien DTP 14 giai doan sém clia DT, nén cac yéu t6 nguy co mac BT cling
chinh la cac yéu t6 nguy co cla tien BDTD. Cac yéu té nguy co da biét cho dén
nay la: tudi = 45, THA, béo phi, 16i song tinh tai, tién st gia dinh (b0, me,
anh chi em rudt) c6 ngudi mac BDTD, nir gidi tién si sinh con = 4kg hoic

DPTD thai nghén hoic méc bénh budng trirng da nang.

Bang cach phan tich don bién logistic, két qua nghién ctru clia ching tdi cho
thdy chi c6 yéu t6 tubi > 45, va THA 1a c6 mdi lién quan dén ty 18 méc tién
PTDb.

@ DO tudi =45

T két qué cha nhiéu nghién ctru trén thé gidi, ADA da cong b rang do tudi
> 45 |a mot trong nhitng yéu t6 nguy co mac tién BTD, tudi cang cao thi nguy
co mac tien BTD cang cao. Diéu nay c6 thé duoc ly giai 1a do tudi cang cao,
con nguoi cang ¢ xu huwdng it van dong hon va khi tudi tang dan thi khoi

lvong co trong co thé cling mat dan di va can nang tang lén [119].

Két qua nghién phan tich tir nghién ctru clia chdng tdi cho thay, nhitng nguoi
> 45 tudi ¢ nguy co mac tien DTD cao hon nhém ngudi < 45 tudi c6 y nghia
théng ké véi OR = 2,89 (1,29 — 6,46; 95% Cl).

Két qua nay clia chdng toi twong tw nhw nhiéu nghién ctru trong nwéc va thé
gi¢i, mac du cac nghién ctru tién hanh trén nhiéu nhom déi twgng, ving mién
khac nhau.

Theo két qua nghién ctru ctia Phan Hwéng Duwong tai Hai Phong, ty Ié tién
DTD & nhém tudi 40-49 cao hon nhém 30-39 c6 y nghia thdng ké [84].
Nghién ctru cia Pham Ngoc Minh tai Thai Nguyén nam 2015 cho thdy, tudi
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cang cao thi nguy co méc tién BDTD cang tdng (¢ do tubi 45-49, ty 1& mac tién
DTD: 15,1%; & do tudi 60-64: 21,7%), ty |é tang theo dd tudi va co y nghia
thong ké (p < 0,001) [32]. Tai Nghé An, nam 2010 nghién ctru clia Tran Minh
Long cho thay: ty Ié rdi loan dung nap glucose tdng dan theo do tu6i. Nhirng
ngudi trong do tubi 45-69 cd nguy co mac bénh tién dai thao dwong la 1,78
lan so voi do tudi tlr 30-44 [120]. Con theo két qua nghién cru thic hién tai
Ninh Binh cla Vi Bich Nga, nhitng nguoi trong do tudi 50-70 c¢d nguy co
mac r6i loan dung nap glucose cao gdp 2,26 lan so v&i nhdm ngudi trong do
tudi tir 30 — 50 [121].

Khong chi nghién cttu tai cong dong, moét nghién ctu khac ctia D6 Trung
Quan duoc thuc hién tai bénh vién Bach Mai ciing cho thay, ty 1€ tien BTD &
nhém tudi 30-39: 24,4%, & nhom tubi 60-69: 49,6%; sw khac biét nay co y
nghta thdng ké (p < 0,05)[122].

Bén canh cac nghién ctru trong nuéc, nhiéu nghién cru trén thé gidi da chirng
minh vai trd clia yéu t6 tudi cao trong viéc lam ting kha ning mac tién BTD.
Nghién ctru AusDiab cho thdy do tudi trung binh nhém c6 dung nap glucose
binh thwdng, nhdm RLGMLD va nhém RLDNG lan lwot la 48,8; 35,9 va 58,5
tvong (*ng [112]. Nghién cttu dich té tai Anh ndm 2011 ciing cho két qua
twong tuw, tudi > 40 la mot yéu td nguy co cla tien DTD véi OR = 4,87[108].
Ngoai ra, két qua tir cudc diéu tra dich té tai Han qudc ndm 2011 cho thdy: ty
Ié mic BTD tang dan theo d6 tudi [106, 111].

Nhuw vay cé thé thay, tir két qua nghién ctru clia chiing t0i va két qua clia cac
nghién ctru trong nwdc va trén thé gi¢i da mot 1an nita khang dinh, tudi > 45
la mot trong cac yéu t6 nguy co mac tien BTD.

@ Tang huyét ap

THA va BTD la 2 bénh thuwong song hanh cung nhau, va bénh nay lai lam

bénh kia tram trong hon.
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Nhitng nghién ctru gan day da chi ra rang, THA co thé dan dén BTD typ 2.
Glucose méau tang lén gay ra rat nhiéu hau qua, trong dé co viéc lam ton
thwong cdc mao mach & than (méc du gay ton thwong cham nhung la nhitng
ton thwong nghiém trong), nhitng ton thuong nay da lam anh hwéng téi kha
ning diéu hoa huyét 4p cua than dan dén lam THA. Chinh viéc THA nay lai
anh huéng lai dén dong chdy mau qua cdc mao quan tai cau than, tao nén
vong xoan bénh Iy [123]. Ngoai ra, huyét ap ting Ién c6 thé d anh hwdng dén
khu vuc tiét insulin tai tuy, lam cho lwgng glucose trong mau tang Ién. Chinh
tlr nhirng tac dong nhu vay nén viéc két hop ca tang HA va tang glucose mau

da tac dong chong chéo Ién nhau, lam nang bénh 1én [124].

THA tir lau da duwoc biét dén la 1 trong cac yéu t6 nguy co cla bénh BTD,
trén thuc t€ da cho thdy cd rét nhiéu ngudi DTD mac bénh THA, tham chi,

ngay tir giai doan tien DTD, d4 c6 ty 1&é mic THA khé cao [121].

K&t qua tir nghién ctu clia ching ti cho thdy, nhitng ngwdi mac THA co
nguy co cao mac tién BDTD cao hon nhdm nguoi khéng c6 THA, OR =2.7
(1.5 - 4.9). K&t qua nay ciing tvong dong voi nhiéu két qua nghién ctru khac
duoc thuc hién tai nhiéu tinh thanh trong ca nuéc, trén nhiéu nhom doéi twong

khac nhau.

Nghién ctru tai Hai Phong (Phan Hwéng Dwong — 2013) cho thay, ty € tién
DT & nhdm THA: 33%, nhdm HA binh thuwdng: 22 %, cao hon cé y nghia
thong ké [84]. Theo két qua nghién ctru tai Tra Vinh: nhom doi twong c6 bénh
THA c6 kha nidng méc bénh tien BTD — DTD cao gédp 1,38 lan nhom khong
bénh THA (OR = 1,38) [34]. Nghién cttu tai tinh Ha Nam (Tran Quang Binh -
ndm 2012) cho két qua, nhém déi twong c6 HA cao c6 nguy co mac
RLGMLD cao gap 1,66 lan so v&i nhom déi twong c6 HA binh thuong (p
<0,001)[33]. Tai Thai Nguyén, nghién ctru ciia Pham Thi Ngoc Anh cho thdy,
ty 16 RLDNG & nhitng nguwoi THA chiém 40,01% [125]. Diéu tra tai Ninh
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Binh (Vi Bich Nga — 2013), ty 1é THA trong nhém rdi loan dung nap glucose
la 54,3% va ngudi ¢ ting HA thi nguy co mac réi loan dung nap glucose gép
3 1an nguoi binh thuong [121]. Tai bénh vién Bach Mai, (P6 Trung Quan —
2014) két qua nghién ctu trén nhitng nguwdi dén kham stc khde cling cho
thdy, & nhdm ngudi co6 THA, nguy co mac tien BTD cao gép 3,8 1an so v6i
nhom c6 HA binh thuong, si khac biét cé y nghia thong ké (p < 0,001, OR =
3.82, 95% CI [2,681 — 5,443]) [122]. Ngay ca trén d6i twong nguoi dan toc
Khome ciing cho két qua twong tw, (Nguyén Van Lanh - 2014): tinh trang
mac bénh BTD va huyét 4p c6 mdi lién quan véi nhau, p < 0,05; ngudi cd
huyét ap cao cd nguy co mac bénh BTD bang 1,7 1an so véi ngudi c6 huyét
ap binh thuvong (OR 1,14 -2,59. Cl 95%) [126].

Do la nhitng két qua tai cac dia phvong khac nhau trong ca nwéc, con trén
pham vi quy mé toan quéc, mot trong nhitng diéu tra quy mo 16n nhat vé tinh
hinh mac BTD duoc thuc hién tir trudc dén nay do 1a diéu tra dich té ctia bénh
vién NOi tiét trung wong nam 2012, két qua cling cho thdy, trong s6 nhitng
ngwdi mac tien BTD, ty 18 THA chiém 20,9%, OR: 1,63 (1,59-1,68); va nhom
c6 tang HA c6 nguy co mac RLDNG cao gap 2,46 lan so v&i nhdm khéng cé
tdng HA; nhdm co ting HA c6 nguy co mac BDTD cao hon 3,45 1an so voi
nhom khéng cé tién st tang HA. Suw khac biét nay cé y nghia thdng ké voi p <
0,01[4].

Bén canh cac nghién clru trong nwéc, con co nhiéu nghién ctru trén thé gidi

cling cho két qua twong tu.

K&t qua diéu tra dich té tai Anh ndm 2011 da cong b8, THA lam tang nguy co
mac tién BTD OR= 1,6 (1,32 — 1,92; Cl 95%)[108]. Tai Han Qudc, theo
nghién ctru cla Min-Ju Kim, nhitng ngudi THA c6 nguy co mic BTD: HR
1.51 (95% ClI, 1.29-1.76) [38], dac biét nhdm ddi twong phu nit. Con tai MY,
bédo cao tir nghién ctru The Women’ Health study, theo déi 38100 phu nit My
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trén 10 nam nguoi da nhan thay, HA l1a mot yéu t6 doc lap va rat thuyét phuc
duv doan kha ning mac bénh BTD. (OR = 2,03 & nhdm HA 130-139/85-89)
[124]. Ngoai ra, bao cao két qua cla nghién ctru tai Nhat ciing khéng dinh

rang, THA lam ting nguy co mac BTD & 2 gidi [25].

C6 nhiéu co ché sinh ly bénh dé giai thich m6i quan hé hé gitra DTD typ 2 va
THA. RGi loan ndi md cé thé la mot trong nhitng co ché d6, mot s6 nghién
clu da chi ra rang cac ddu hiéu cla r6i loan chirc ndng ndi mé co lién quan
dén bénh BDTD méi khéi phat, va rbi loan chirc ndng néi mo co lién quan chat
ché voi huyét ap va tang huyét ap. Ngoai ra, cac dau hiéu viém nhuw protein C
phan (rng c6 mdi lién quan chat ché va lau dai véi ty 18 mac bénh BTD typ 2
va mirc do tang huyét ap, ddng thoi cling da cho thay rang viém co thé 1a cling
mot yéu to sinh ly bénh nira ctia moi lién hé gitra huyét ap, hdi chirng chuyén
hoa va ty 18 méc bénh BDTD typ 2. Cudi clng, vai trd ctia khang insulin ciing
c6 thé la mot co ché sinh Iy bénh ctia méi lién quan gitra mirc do THA va ty 1€
mac bénh DTD typ 2 [124].

Nhw vay, THA mdt 1an nita dugc khang dinh 1a mét trong cac yéu té nguy co
mac tién BT ciing nhu DTH typ 2, tham chi theo nghién ctru clia David R.
Mullican thi tham chi tién THA ciing 1a yéu t6 nguy co mac TP [127].

@ Cac yéu td nguy co khac

Theo khuyén céo cla IDF, cac yéu t0 nguy co bao gom: tudi = 45, THA, béo
phi, I8 s6ng tinh tai, tién st gia dinh (b8, me, anh chi em rudt) c6 ngudi mac
DTD, ni gi¢i tién st sinh con = 4kg hodc DTD thai nghén hodc mac bénh

budng trirng da nang...

Két qua nghién clru clia ching toi, ngoai 2 yéu to: tudi = 45 va THA thi cac
yéu t6 nguy co khac ching tdi khong thdy c6 mdi lién quan dén nguy co méc
bénh tién BDTD.
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Tuy nhién, tiy theo mdi nghién ctu, cac yéu t6 nguy co ¢6 mdi lién quan dén
bénh tién BTD lai khac nhau.

Theo nghién ctru ctia D6 Thi Ngoc Diép tai TP HCM cho thdy, ngwdi séng &
ndi thanh co ty 18 mac RL chuyén hda glucose cao gédp 2 lan nguoi séng &
ngoai thanh (p < 0.001) [31]; con két qua sang loc tién BTD tai Ha NOi nam
2014, ty 1é tién BTD tai khu virc ngoai thanh cao hon khu vuc ndi thanh, ty 1é
méac twong tng 19,3% va 14,5% (p < 0,01) [128]. Tuy nhién, & nghién ctu
cla chdng t6i, do ddi twong nghién clru chi yéu séng & cac vung ndng thon
(71,6 %) nén yéu t6 vé vung mién sinh sdng da khong cé anh hwéng dén ty Ié

mac bénh tién BTD trong nghién cttu cda ching toi.

Ngoai ra, trong nghién cru cila Pham Ngoc Minh tai Thai nguyén va mot so
nghién cu khac cho thay it van dong thé luc cling la mot trong céac yéu td
nguy co méac tién BDTD [32]. Nhung do ddi twgng nghién ctu clia ching toi da
phan lam néng nghiép, van ddng hang ngay & muc do vira phai, nén yéu t6 vé

16i s6ng tinh tai khong phai la yéu t6 nguy co trong nghién ctru clia ching toi.

Hon nita, nghién cru cta ching tdi véi da phan ddi twong nghién ctru la ni,
song tai vung néng thon, cé ché dd an hang ngay rat nhiéu rau xanh, mot phan
do théi quen sinh hoat tir lau doi tai cac ving qué, mét phan do diéu kién kinh
t€ con han ché, chinh diéu nay da tr¢ thanh mot diém cong trong 10i sdng &
cac déi twong nghién ctu, vi vay théi quen an it rau cling phai la yéu t6 nguy

co méc tién BTD trong nghién ctru clia ching toi.

Ciing bai do do6i twong nghién cru da phan la nit, theo 16i séng thuan néng,
nén ho khdng c6 thoi quen udng ruou, hat thude 14 hang ngay, vi vay day
cling khéng phai 1a yéu t8 nguy co cho méc tién BTD trong nghién ctru cla
ching t6i, két qua nay cla ching t6i twong tu nhv két qua nghién ctru cla

Soewondo va Pramono tai Indonesia ti€én hanh nam 2011. Khéng chi vay, &
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nghién ctru trén 24417 ngudi nay con cho thdy théi quen khéng hat thuéc 1a
tham chi lai la yéu t6 nguy co cla tién BDTD, voi nguy co gop phan
(Attributable risk - AR): 44%. Céc tac gia trong nghién ctru nay ciling nhan
thdy két qua nay trai nguoc lai voi ly thuyét sinh ly bénh cling nhv da phan
cac nghién ctru dich té khac (thdm chi khac cac nghién ctru cling tién hanh tai
Indonesia), va ho dad khong ly giai dugc ly do tai sao khi hat thuée 1a lai la

yéu t6 bao vé cho mac tien BTD [27].

Nhw vay, tuy theo tirng nghién ctru trén nhitng nhém ddi twong khac nhau,
hoan canh dia ly khac nhau thi cac yéu t6 nguy co mac tién BTD — BTD ciing

khac nhau.

4.2. HIEU QUA CAN THIEP BANG METFORMIN

4.2.1. Co s& khoa hoc trong Iwva chon déi tvgng — phwong phap nghién
ctru
Dia diém nghién ctru

- Chung t6i chon 2 phong kham cla 2 bénh vién: bénh vién Bach Mai va
bénh vién Hiru Nghi vi day la 2 bénh vién 16n, hang ngay co rat nhiéu nguoi
dén kham chita bénh

- DB6i twgng dén kham clia 2 bénh vién khac nhau, & bénh vién Bach Mai
chd yéu la cac déi twgng dén tlr nhirng vung noéng thdn, trinh d6 hoc van trung
binh thap, con ddi twong cla bénh vién Hiru Nghi dén tlr nhirng ving thanh
phd, c6 trinh dd hoc van kha cao, do d6 su két hop nay da lam cho nhom déi
twgng nghién clru cta ching téi da dang va bao quat nhiéu yéu t6 nguy co
khac nhau.

- Cac nghién ctru vé tien BTD tir trwdc dén nay déu tién hanh tai cong
dong, trong khi d6 hang ngay Bénh vién Bach Mai va Bénh vién Hitru Nghi

tiép nhan mot sé lwgng 1én cac doi twong dén kham va theo déi stirc khde.
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Chinh vi vay, ching toi tién hanh nghién ctu tai phong kham cla 2 bénh vién
I6n nay dé danh gia xem co6 sw khéac biét nao khdng véi cac nghién ctu tai

cdng dong tru6c do.

Ddi tvong nghién ctru

- Chlng tdi chon céc doi twong nghién clru trong d6 tudi 30 — 69 vi day
la do tubi pho bién trong cac doi twong dén kham tai 2 bénh vién nay. Ngoai
ra, cling twong tw nhv muc tiéu 1, ty 18 mac tién DTD tai do tubi < 30 rét thdp
do do6 chling t6i chi chon nhitng doi twong = 30 tudi, dong thoi ching t6i cling
khong chon céac dbi twong > 69 tudi vi day la nghién ctru can thiép cé diéu tri
metformin, ma theo khuyén cao ctia nha san xudat va cuta cac hiép hoi BT
can can trong khi diéu tri metformin cho céc doi twong cao tudi [58].

- Chung t6i chon ddi twgng mac tién BTD c6 RLGMLD va RLDNG két
hop vi theo két qua clia nhiéu nghién ctru, nhitng ngudi cé két hop ca 2 trang
thai rdi loan glucose mau nay sé cé nguy co cao chuyén thanh DTD typ 2 hon
nhom ngudi chi mac 1 loai réi loan glucose mau, dong thoi theo khuyén céo
clia ADA, nhitng d6i tvong méc ca 2 loai rdi loan glucose mau nay nén duoc

xem xét diéu tri dw phong BDTD bang metformin [10].

C& mau nghién ctru

- Theo cac nghién ctru can thiép da tién hanh trong nuéc, ty Ié bd nghién
ctu kha cao (50,9% trong nghién clru cua tac gia Phan Van Doan), do dé,
theo két qua tir cdng thirc tinh ¢& mau, sd lvong ngudi mdi nhdém nghién ctu
can t6i thiéu 41 nguoi, nhung ching toi du tinh chon khoang 90 ngudi moi
nhom.

- Thuc té, trong tong s 369 nguoi tien BDTD dang két hop (c6 ca
RLGMLD va RLDNG), ching t6i da lva chon nhém nghién ctru gém 184

nguoi dap ing dud tiéu chuan lwa chon va loai trlir (nhitng ngudi du tiéu chuan
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nhung nha xa qua, khéng c6 kha nang tai kham theo hen thi ching toi ciing
khong 14y vao nghién cttu) chia 2 nhém, nhdm can thiép bang thay d6i 16i
s6ng két hop metformin gdm 90 ngudi va nhom chi can thiép bang thay doi

16i sbng gom 94 nguoi.

Thoi gian nghién ctru

Cac nghién ctru déu chi ra hiéu qua du phong BTD & nhitng dbi twong tién
DTD can c6 thoi gian da dai, nghién ctru DPP theo ddi trong 3,2 nam, nghién
ctru IDPP tién hanh trong thoi gian 3 nam, nghién ctru Da Qing theo ddi trong
6 nam. B¢ la cac nghién ctru trén thé gidi, con tai Viét Nam, cac nghién ctu
ma&i chi ¢6 thoi gian theo déi trong 6 thang — 1 nam. Do do6 chung t6i mong
mudn tién hanh nghién ctru véi thoi gian theo doi dai hon dé danh gia hiéu
qua can thiép khach quan hon.

Thuc t€ qua qua trinh theo d6i nghién ctru ctia chiing tdi cho thdy, ty 16 mat
dau nghién ctru kha cao, ty Ié nay tang dan theo th&i gian, sau 18 thang c6 86
nguoi bd nghién ctru, chiém ty 1& 46,7%; vi vay, mac du c6 nhirng bénh nhan
cé thoi gian theo d6i 1én dén 42 thang nhung do s6 lvgng ddi twgng nghién
clru gidm dan nén dé dam bao két quéa nghién ctru, ching toi cét tai thoi diém
18 thang dé phan tich so liéu. Day cling la thuc trang khé khan chung clia cac
nghién ctru trong nwéc, nghién clru ctia Phan Van Boan, ty 1€ bd nghién ctu
sau 6 thang: 10,7% va sau 12 thang: 50,9%. C6 thé chinh vi ly do nhu vay ma
hau hét cac nghién ctru danh gia hiéu qua can thiép dv phong bénh BTD typ2
hay hdi chirng chuyén héa trong nudc déu theo ddi khong qua 12 thang: thoi
gian nghién ctru cula tac gid Phan Hwéng Duong la 6 thang, nghién ciru cla

tac gid Phan Van Boan la 12 thang.

Lwa chon metformin cho nghién ctru
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Trén thé gidi va trong nwéc, cho dén nay, c6 nhiéu thudéc da dwoc lwa chon
dwa vao trong cac thir nghiém dé danh gia hiéu qua dv phong BDTD typ 2 &
nhitng doéi twong nguy co cao va thi hau hét cac thuéec déu chiing minh duoc

dwoc hiéu qua tuyét voi trong viéc lam cham tién trién DTD typ 2.

Tuy nhién, trong s6 cac thuc da dugc nghién ctru thi metformin da cho thay
khong nhitng c6 hiéu qua trong du phong bénh BTDT typ2 & nhitng doi
twong nguy co cao ma day con la thudc co gia thanh ré, dong thoi vai lich st
ra doi trén 60 nam, metformin cling dwoc nhan thdy la kha an toan trong str
dung, thudc khdng co6 tac dung khdng mong mudn nghiém trong nao trong
thoi gian dai han, chi c6 mét it tac dung phu nhe: budn nén, hay cdm giac khé
chiu trén dwdng tiéu hoa véi ty 1é nhd (5-10%). Do dé, ADA cling nhw nhiéu
hiép hdi BTD trén thé gi¢i (IDF, H6i DTD Singapor) da khuyén cao
metformin la thu6c duy nhat dwoc st dung trong trwdng hop dv phong BTD

typ 2 & nhirng ngudi cb nguy co cao.

Chinh vi nhitng ly do do6 chung t6i da chon metformin cho nghién ctru can

thiép dv phong BTD typ 2 & nhirng d6i tvong tién BTD.

Liéu lvgng metformin

Trong cac khuyén cao ctia ADA vé diéu tri du phong BTD khong dua ra liéu
lvong cu thé cho metformin, do d6, khong cd mot ligu metformin chung cho
moi treong hop tien BTD. Tuy nhién, cac nghién ctu véi lieu metformin khac
nhau trén nhitng doi twong cu thé khac nhau cling déu thu dwgc nhitng két qua
nhat dinh.

Trong nuwéc, tac gia Phan Hueéng Duwong dung metformin voi lieu 1000 mg
trén déi twong c6 BMI > 23 kg/m?, con tac gid Phan Van Poan dung lidu
1700 mg ciing v&i nhém ddi twong BMI = 23 kg/m? c6 kém yéu t6 nguy co

THAV/ r6i loan lipid mau.
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Trén thé gidi, tai Trung Qudc, Li va cong su dung lieu 250 mg x 3 lan / ngay
(750mg/ngay); tai My, Knowler va cong suv (nghién ctru DPP) dung liéu
850mg x 2 lan / ngay (1700mg/ngay) & nhom doi twong bao gdm nhiéu chiing
toc c6 BMI > 24 kg/m?; tai An D9, trong nghién ctu IDPP, Ramachan dung
litu 250 mg x 2 lan/ngay (500mg/ngay) trén cdng dong nhitng nguoi An DO
g6c chau A.

Nhuw vay, tat ca cac nghién clru nay, ca trong nwdc va trén thé gidi, mac du
dung metformin & nhitng liéu lvong khac nhau, nhung déu c6 mot diém
chung, d6 la déu co6 hiéu qua trong du phong BTD typ2. Tuy nhién, khi tim
hi€u sau hon cac nghién ciru, chiing t6i nhan thay:

- Trong nghién ctru IDPP, lGc bat dau tién hanh nghién ctru, 50 d6i
twogng nghién ctru dau tién dwgc dung metformin voi lieu 1000mg/ngay (tang
lidu tir tir, bat dau bang 250 mg x 2 1an/ngay, sau 2 tuan ting l1én 500mg x 2
lan/ngay). Tuy nhién, sau 40 ngay dung metformon vé&i phac do trén, 45%
trong s6 50 nguoi nay phan nan vé nhiéu triéu chirng clia ha glucose mau:
cam giac déi con cao, chong mat, vd mo hoi va néu an ludn thi nhitng triéu
chiing nay sé gidm bét, nén sau do6, cac chuyén gia An dd da phai ha lidu
metformin tr 500mg 2 lan/ ngay xu6ng chi con 250mg x2 lan/ngay, va day
cling l1a lieu metformin duoc st dung trong sut 3 nam tién hanh nghién ctru
IDPP.

- Diéu tri metformin & liéu thap sé it tac dung khéng mong mudn hon so
v(i dung liéu cao.

- Viéc dung thudc 1 1an/ngay sé gitp cac d6i tuong nghién ciru dé tuan
thu diéu tri hon so vi cach dung 2 lan/ngay nhu cac nghién clru truéec.

- Trong s6 cac nghién clru da duwoc tién hanh, nghién cttru IDPP la
nghién cru str dung metformin vai lieu thap nhat (500m/ngay), tuy nhién, day

cling la nghién ctru duy nhat tim thay cé su khac biét cé y nghia thong ké vé
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hiéu qua can thiép gitra nhdm dung thudc va nhém khong dung thubc. Chinh
vi vay, céc tac gia clia nghién ctru IDPP nhan dinh rang hiéu qua diéu tri cla
metformin & mic liéu thap co lién quan dén gen va chung toc [82].

- Nghién ctru IDPP c6 d6i tvgng nghién clru bao gébm ca& nhirng nguoi
c6 BMI & mitc binh thuong, do cac chuyén gia An Do nhan thdy quan thé
mac BDTD tai An D6 c6 mot s6 dic diém riéng: BMI thdp hon, mic do dé
khang insulin cao hon, va nguéng dé cac yéu to nguy co cé anh hudng dén
DTD thap hon so voi cac quan thé khac. Nghién clru clia chiing t6i cling ¢
phan twong ty vé déi twong nghién ctu: ching toc chau A va bao gdm ca

nhitng do6i twuong c6 BMI & mirc binh thuwdng.

Tl nhitng phan tich trén, chdng t6i da quyét dinh dung lieu metformin
500mg/ngay, va thuc té két qua nghién ctru clia ching t6i cho thay, chi voi
lieu metformin 500 mg ciing cho két qua kha quan, ty Ié tién trién BTD giam
hon, ty |1é sO doi twong chuyén vé mic glucose mau binh thwong tang hon so
vGi nhém can thiép thay d6i 16i séng, dic biét 1a bénh nhan dé dung nap hon.
Két qua nay ciing goi y cho chiing t6i thay cé thé xem xét dwa ra mot liéu
diéu tri khai dau cho nhitng ddi twong tien BTD chiing tdc chau A & mic 500
mg/ngay.

Theo ddi nghién ctru

- Dé quan ly cac dbi twong trong sudt qua trinh nghién ctru, ching toi
tién hanh kham, tv van qua dién thoai 1 thang/ l1an hodc bat ky khi nao cac doi
twong nay c6 nhu cau.

- Hen cac ddi twgng nghién clru dén kham lai tai bénh vién 3 thang/lan,
(tuy nhién chi 1y s0 liéu tai cac thoi diém 3, 6, 12, 18 thang).

- Tat ca cac d6i tuong khi tai kham déu lién hé trudc voi nghién clru sinh,
(nguoi duy nhéat theo doi va diéu tri), dé c6 lich hen cu thé, ddm bao tat ca cac

doi twong dwoc tao diéu kién thuan lgi nhat khi tai kham.
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- Cac ddi twong cling dwoc khuyén khich bao cao ngay béat clv cac dau
hiéu bat thwong ndy sinh trong qua trinh can thiép dé dwoc x& ly Kip thoi.

- Qua nhitng lan kham dinh ky, chdng t6i da phat hién ra nhirng doi
tong tién trién tir tién DTD thanh BDTD typ 2. Ké&t qua sau 18 thang, tong so
c6 4 doi twong & nhoém can thiép thay déi 16i s6ng két hop metformin va 12
doi twong & nhém can thiép thay doi 16i song tién trién thanh DTD typ2. Dé
dam bdo van dé dao dic trong nghién ctru, nhitng doéi twogng nay da duoc rat
ra khdi nghién clru, va chuyén dén béc sy chuyén nganh noi tiét dé diéu tri
PTD typ 2.

4.2.2. Bac diém chung ctia nhém déi twong nghién clru tredce can thiép

Tai thoi diém bat dau nghién cttu, do tudi trung binh ctia nhom nghién ctru:
54,8 tudi, trong d6 nit gi¢i chiém 48,9% (Bang 3.10), gitta 2 nhdm khong ¢
sir khac biét vé do tudi, gidi tinh (p > 0,05). Bang 3.11 cho thay, ¢ 61,4% céc
doi twong sinh sdng tai khu vuc thanh thi va chi c6 38,6% song tai khu vuc
ndng thon, mién nui; 76,6% cac ddi twong cé trinh dd hoc van tr THPT tré
Ién, day ciing la dac diém pho bién clia cac doi tvong kham tai bénh vién Hiru
Nghi Viét X0, ching tdi thdy khéng cé su khac biét cd y nghia thdong ké gilra
2 nhom nghién ctru (p > 0,05). Glucose mau luc doi va sau 2h lam NPDNG
cla cac dbi twong nghién ctu trvde khi can thiép lan luot 1a 6,1; 9,3 mmol/I
va HbAlc: 5,69%; gilra 2 nhém nghién clru khéng cé su khac biét c6 y nghia
thong ké (p > 0,05). Ngoai ra, cac chi s6 BMI, HA tam thu, HA tam truong,
cac chi s sinh héa, huyét hoc ctia 2 nhém nghién clru déu twvong duong nhau,
khong co su khac biét cé y nghia thdng ké (p > 0,05).

Nhu vay c6 thé néi, cac dac diém cla cac doi twong nghién ciru: do tudi, gidi

tinh, d4c diém nhan trac hoc, yéu t6 tién st bénh, huyét ap, chi s6 xét nghiém
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mau... cla 2 nhom can thiép la twong tw nhau truéc khi can thiép, sw khac

biét khong c6 y nghia théng ké vai p > 0,05.

4.2.3. Hiéu qua cua can thiép
4.2.3.1. Ty lé cdng don dai thao duong.

Muc tiéu chinh cta nghién ciru can thiép nay la xac dinh ty 1é cdng don BTD

typ 2 sau khi can thiép bang TBLS + metformin.

K&t qua nghién clru clia chdng t6i cho thdy ty 1é BTD sau 18 thang & nhém
can thiép thay ddi 16i s6ng la 26,3% va nhém can thiép TDLS + metformin la
10,6%; ty 1&é mac BDTD la 16,6/100 ngudi-ndm va 5,4 /100 ngudi-nim & nhom
can thiép thay doi 16i séng va nhdm can thiép TDLS + metformin twong tng,
su khac biét nay c6 y nghia thdng ké. K&t qua nay cla chung tdi cling twong

tw nhu mot s6 nghién clru khac.

Cho dén nay, c6 mot vai nghién ctru trong nwéc va trén thé gidi cling da
chirng minh vai trd cla can thiép bang TDLS két hop diéu tri metformin co
thé lam gidm qua trinh tién trién thanh BDTD & nhitng ngudi co nguy co cao.
Tuy nhién, két qua cla cac nghién ctru cling khac nhau, do mdi nghién cttu

v(i thoi gian theo ddi, ddi twong khac nhau

Nghién ctru DPP (Hoa KY) tién hanh can thiép bang thay déi 16i séng va
metformin cho nhdém nguoi béo phi, véi thdi gian trung binh 2,8 nam, két qua
cho thdy, ty 186 DTD & nhdm ching, nhém diéu tri can thiép bang thay déi I6i
séng va nhom diéu tri bang metformin lan lwot la 11, 4,8 va 7,8/100 ca/nim.
Ty Ié cong don BTD sau 3 nam & cac nhom chirng, nhdm diéu tri can thiép
bang thay d6i 16i s6ng va nhom diéu tri bang metformin lan lwot 1a 28,9%,
14,4% va 21,7%. Bdc biét hon & nghién ctru nay doé la ty 1€ tién trién DTD
ctia nhdm can thiép thay d6i 16i séng thdp hon so v&i nhém can thiép bang

metformin [7].
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Con tai An D9, Nghién ctru IDPP trén nhém déi twong bao gdm ca nhiing
ngudi c6 can nang binh thuwdng cling cho thdy ty 16 BDTD cong don BTD sau 3
ndm & nhdm ching 55%, nhom diéu tri bang metformin 40.5% va & nhom két
hop ca 2 phuong phép la 39,5% [82].

Tuong tv nhu vay, két qua nghién ctru cla Li va cong su (Trung Quéc) cho
thdy, sau 12 thang ty 1é DTD & nhdom can thiép Metformin 3%, va & nhém
chirng: 16%, p = 0,011[81].

O trong nudc, mdt sd nghién ctru cling cho két qué twong tw. Nghién ctu cla
tac gid Phan Hwédng Duong theo doi trong thoi gian 6 thang trén nhdm doi
twong thira can béo phi tai cong dong, két qua cho thay, ty 1é BTD & nhém
dinh du@ng luyén tap 13% va & nhém cé can thiép thém metformin 4,9%. Sy
khac biét cd y nghia thdng ké [84].

Nghién clru cua tac gia Phan Van Doan theo ddi trong thoi gian 12 thang,
cling trén nhém doi tvong thira can, béo phi co6 kém theo cac yéu to6 nguy co
khac (THA, r6i loan lipid mau), da cho két qua: ty 16 BTD la 9.1/100 nguoi-

nam & nhom can thiép tié€t ché an udng va luyén tap két hgp metformin [85].

Tuy nhién, nghién ctru clia chiing t6i da cho thay mot diém khac biét hon hai
nghién ctru trong nudc khi chirng minh duoc hiéu qua trong viéc lam giam
qué trinh tién trién thanh BTD & trén nhitng d6i twong tién BTD c6 BMI &
mic binh thwong (chi khdng phai chi cé hiéu qué trén déi twong thira can béo
phi). B&i vi, thuc té trong nghién clru cla ching téi, ddi twong tién dai thao
dwong c6 BMI < 23 kg/m? chiém ty I gan 40% (& nhém can thiép metformin
két hgp TDLS la 38,9%), do d6 néu chi can thiép trén déi twong thira can béo
phi, chlng t6i sé bd sot mot s6 lvgng khdng nhd cac ddi twong tien BDTD ¢
BMI binh thuong.

Ngoai ra, nghién ctu cla chdng t6i cling cho thdy, metformin véi liéu

500mg/ngay da cho hiéu qua can thiép khéng kém hon cac nghién ctru trong
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nwéc can thiép voi lieu metformin cao hon gap 2-3 lan clia ching t6i. R
rang, litu metformin thdp hon sé it cac tac dung khdng mong mudn hon, dé
tuan thu diéu tri hon (chi uéng thuéc 1 lan/ngay) va chi phi diéu tri thap hon.

DPay cling la mot két qua nghién cru hét stric kha quan cda ching toi.

Nhuv vay cac mac du thoi gian, doi twong, dia diém nghién ctru khac nhau,
nhung nghién ctru clia ching tdi cling nhw cac nghién ctru khac déu cho thay
bang céach can thiép metformin két hop véi thay d6i 16i séng da Iam giam s6
nguoi tién tién thanh BDTD tlr nhitng ngudi tien BDTH. Tuy nhién, phan tich tlr
cac két qua cho thay, ty 1é cong don BTD nay tang dan theo thoi gian, vi vay
thoi gian theo ddi cang dai thi két qua nghién ctru cang c6 y nghia. Thoi gian
theo d6i trong nghién clru ctia ching t6i da dai hon hai nghién cru trong nwéc
tuy nhién, chdng t6i hy vong néu c6 diéu kién s ti€p tuc nghién ctru theo doi

vGi thoi gian dai hon nira dé co so liéu khach quan hon.

4.2.3.2. Ty lé doi twong chuyén vé muirc glucose mau binh thuwong sau can

thiép thay doi 16i song + metformin.

Hiéu qua ctia metformin con duoc thdy rd trén tac dung lam tang sd ngudi
chuyén tir tien DTD vé mirc glucose mau binh thuong. Két qua nghién ctu
cla ching t6i cho thay, ty Ié ngudi cd mic glucose mau binh thuwong (bao
gdm nhirng ngudi c6 ca glucose mau lic doi va glucose mau sau NPDNG)
sau 12 va 18 thang & nhdm can thiép TBLS + metformin tuvong ng la 19,2%;
22,4%, & nhom can thiép thay doi 16i sng 5,8%; 4,8%, su khac biét nay cé y
nghta théng ké. NEu chi tinh trén s6 nguoi chi c6 glucose mau lic déi hodc
glucose mau sau NPDNG & ngudng binh thuong, chidng tdi cling thay ty Ié
nay & nhdm can thiép TDLS + metfémin gidm hon nhém can thiép thay doi
16i sbng c6 y nghta thdng ké. KEt qua nay clia chung téi twvong tu nhw két qua
cla nghién ctru IDPP, DPP.
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Tuy nhién, két qua nghién ctru ctia ching t6i thap hon két qua nghién clru clia
Phan Huwéng Duwong va Phan Van Boan. Trong nghién clru cla Phan Hwéng
Duong, sau 6 thang ty I& ddi twong c6 glucose mau tré lai binh thuong &
nhom dinh du@ng luyén tap + metformin Ia 59,8% va & nhdm ching la 45%,
su khac biét c6 y nghta théng ké véi p < 0,05. K&t qua nghién clru cla tac gia
Phan Van DBoan cho thdy, ty Ié ngudi co glucose mau binh thuwong sau 12
thang can thiép metformin va tiét ché an udng la 65,4%. Tuy nhién trong
nhitng nghién clru nay, cac tac gia khéng phan tich k§ glucose mau binh
thuong 1a bao gdbm chi 1 trong 2 chi sd hay ca 2 chi s6 glucose mau ltc doi va
glucose mau sau NPDNG. Do do6, trong nghién ctru clia ching toi, néu xét
tong s6 cac trwong hop co glucose mau lic doi binh thwong, glucose mau sau
NPDNG binh thwong va nhém ngudi co ca glucose mau ltuc doéi va glucose

mau sau NPDNG binh thwdng thi két qua clia ching tdi cling twong dwong.

@ So sanh chi s6 glucose mau trwgc va sau can thiép & nhdm can thiép

thay doi 10i sdng + metformin

Két qua cla chung téi cho thdy, sau 18 thang can thiép, khong nhirng s6
ngudi chuyén vé mic glucose mau binh thwong & nhém can thiép TDLS +
metformin nhiéu hon nhém can thiép thay doi 16i sdng ma ching tdi con thay,
néu so sanh tai trong cung nhdém can thiép TBLS + metformin thi luvong
glucose mau ltc doi, glucose mau sau NPDNG va HbAlc tai cac thoi diém 3,
6, 12 va 18 thang sau can thiép giam hon so véi thoi di€ém trudc nghién ctu
c6 y nghta thong ké. Luwong glucose méau giam nhiéu nhat & ngay thoi diém
bt dau nghién ctu. K&t qua nay cling tvong tw nhw két qua cla nghién ctru

DPP va nghién ctru cua tac gid Phan Van Boan.

4.2.3.3. Cac yéu t6 anh hudng dén s tién trién cla tién dai thao duong
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Céac yéu t6 nguy co méac tien DTD da duoc biét dén d6 1a: tubi = 45, tién st
gia dinh (thudc hang thir nhat) c6 nguwdi mac BTD, tién st DTD thai nghén
hodc sinh con = 4kg (d6i vai nit), 16i song tinh tai, thira can, béo phi hoac ty
s6 vong bung/vong hong cao (= 0,9 d6i véi nam va = 0,8 d6i vai nit), mac
bénh THA, RLLP.... Do d6, cac hiép hdi DTD trén thé gi¢i cling dua ra
nhitng khuyén céo vé diéu tri tien BTD cho nhirng dbi twgng nguy co cao nhw
thira can, béo phi c6 cac yéu t6 nguy co (tién st gia dinh mac BDTD, THA,
RLLP mau...)

Tuy nhién theo két qua nghién clru ctia ching toi, khi phan tich nhitng yéu t6
anh hudng dén sy phat trién BTD bang mé hinh hdi quy Cox da cho thdy yéu
t0 nguy co c6 anh huwdng dén sy ti€n trién tir tién DTD thanh DTD do la:
lvong glucose mau luc déi va glucose mau sau 2h lam NPDNG. Nhirng d6i
twong cang co lvgng glucose mau luc daéi va glucose mau sau 2h lam NPDNG
cang cao thi cang cé nguy co ti€n trién thanh BDTD. Ngoai ra, cac yéu t6 khac
nhw: tubi, gioi, tién st gia dinh c6 ngudi mac BTD, chi s6 BMI, vong
bung....khdng thdy cd anh huwdng dén tién trién tien DTD. K&t qua nay cua
ching t6i twvong tu nhw két qua nghién ctiru IDPP, céc tac gia cling nhan thay,
yéu t6 cé anh hudng dén tien BDTD: glucose mau sau 2h NPDNG; cac yéu td

khong cé anh hudng: tudi, gidi, vong bung, BMI, tién st THA, ht thudc 14...

Diéu nay cling cho ching toi thay can xem xét dua thém vao khuyén cao vé
diéu tri can thiép thuéc duv phong BTD cho nhitng ngudi tien BTD ma cé
mtc glucose mau “cao”, vi khoang gi¢i han glucose mau lac déi 5.6 — 7.0

cling nhuv la tlr 7.8 — 11.0 la twong d6i rong.

4.2.3.4. Hiéu qua can thiép trén cac chi s6 nhan trac

K&t qua nghién clru cla chdng téi dd cho thdy, sau can thiép TBDLS +

metformin, céc chi s0 BMI, vong bung, ty 1é VB/VH gidm so véi thoi diém
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tredc nghién ctru, va giam hon so voi nhdm can thiép thay doi 16i song; tuy
nhién su khac biét co y nghta thdng ké chi c6 tai mot so thoi diém.

K&t qua nay cua ching toi twong tv nhw két qua nghién ctru IDPP, sau can
thiép, khong nhitng chi sé vong bung, can nang khdng thay doi c6 y nghia
thong ké so véi thoi diém trwéc can thiép ma chi s6 can nang & nhém can
thiép 10i sdng tai thoi di€ém 24 thang con tang hon thoi diém trudc can thiép
c6 y nghia thong ké (p=0,035).

Tuy nhién, két qua nghién ctru cla ching t6i khdng twong dong véi mot sd
nghién ctru khéc.

Nghién ctru DPP (Hoa Ky) véi thoi gian theo d6i dai trung binh 2,8 nam, da
cho két qua: cac chi s6 vong bung, BMI, chi s6 VB/VH déu gidm c6 y nghia
thong ké, & cd 2 nhom can thiép. D6 la do doéi twong clia nghién ctu nay la
nhitng ngwdi béo phi va chuong trinh nghién ctru véi quy md qudc gia da co
mot doi ngl chuyén gia tw van chuyén nghiép dé giam sat chat ché, dam bao
tat ca cac doi twong tham gia nghién ctru déu tuan tha ché do thay doi 16i song
mot cach bai ban nhat: cd bac sy dinh duwdng tw van ché dé an phu hop voi
tirng cac nhan, xay dwng cac bai tap thé duc riéng cho mdi nguoi trong tirng
tuan, tlrng thang dé sao cho can nang dat muc tiéu giam 7%. Chinh vi vy ma
nghién ctru nay da co két qua cai thién vé can nang cling nhv glucose mau rat
kha quan.

Két qua cua ching téi cling khéng tuvong tw nhu két qua cla nghién clru cla
tac gid Phan Hwéng Duong, ca hai nhdm can thiép trong nghién ctru nay déu
dat hiéu qua gidm can c6 y nghia thong ké véi p < 0,001 va nhoém can thiép
metformin cé ty & ddi twgng BMI tré lai < 23 kg/m2 thdp hon nhém chiing

c6 y nghia thdng ké (nhém chirng la 31%, nhdm metformin la 52%).

Diéu nay co thé duoc ly gidi, vi dbi twgng nghién clru trong nghién ctru cla

tac gia Phan Huéng Dwong la nhitng ngu i thira can béo phi nén khi dugc tw
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van vé nguy co BTD ho dad y thirc dwgc tinh trang can nang clia ban than can
phai thay doi nén da tuan thu tét chuong trinh gidm céan dat ra va dat muc tiéu
nghién ctru. Mat khac, nghién cttu cua tac gia Phan Hwéng Duwong, lam tai
cdng dong quan Hong Bang, Hai Phong, c6 mot ddi ngli can bd y té co s&
tham gia cung trong cac khau tu van, theo ddi dinh ky nén da giam sat cac doi
tong nghién ctru chat ché, gitp ho tuan thl liéu phap thay doi 16i song duoc

tot hon so v&i nghién cru clia ching toi.

Ngoai ra, voi thoi gian nghién clru nay chi 6 thang, ma trén thuc té theo doi
nghién clru clia ching ti va dién bién cla cac nghién ctru khac trén thé gidi
dau cho thdy, cac chi s6 nhan trac tai thdi diém 6 thang sau can thiép rat kha
quan, tuy nhién khi tiép tuc theo doi thi cac chi s6 nay khdng nhitng gilr
nguyén nhr vay ma tham chi con tang 1én hon mc thoi diém trwdc nghién
cthu (nghién cttu IDPP - An D9). Do do, viéc can c6 1 nghién ctru voi thoi

gian theo ddi dai hon la rat can thiét dé co mot két qua khéach quan hon.

4.2.3.,5. Hiéu qua can thiép trén chi sé huyét ap

THA da duvoc xem la mot trong cac yéu td nguy co cla tien BDTD, ngoai ra,
THA va tang glucose mau la nhirng thanh phan dé tao nén hdi chirng chuyén
hoa. Két qud tlr cac nghién clru truéc day da cho thay, cai thién chi s6 glucose
mau co vai tro lam gidm chi s6 huyét ap. Trong nghién ctru clia ching toi, &
cad 2 nhém can thiép, chi s6 huyét ap, bao gobm cd HA tam thu va HA tam
trvong déu gidm cé y nghia thong ké tai thoi diém 3, 6, 12, 18 thang so véi
thoi diém trwdc nghién ctru, tuy nhién trong nghién ctru nay, ching t6i khong
thdy c6 su khac biét c6 y nhia thong ké vé chi s6 huyét ap gilra 2 nhom can
thiép tai cung thoi diém.

Két qud kha quan nay c6 dwgc mot phan la do trwée khi nghién ctru, ty 1€

bénh nhan lan dau tién duoc phat hién THA kha cao (ty 1€ ngudi c6 HA tam
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thu > 140 mmHg chiém 21,3% & nhém can thiép thay doi 16i séng va 21,1% &
nhom can thiép TBLS + metformin — bang 3.21), day ciing la thuc trang vé
bénh THA & nudc ta, theo diéu tra 740 nguoi tir 18 tudi trd Ién tai huyén Sao
D4 tinh Hai Drong nam 2009 ctia HO6 Thi Kim Thanh va cong sv, két qua cho
thdy c6 31,9% khong biét minh bi THA va trong s6 nhitng nguoi da duoc
chan doan THA chi ¢6 59,2% duwoc diéu tri [129]. Chinh vi thwc trang chung
nhv vdy ma nhitng doi twong lan dau dwoc chan doan THA ciling nhv nhirng
nguoi THA ma diéu tri khdng thwdng xuyén trong nghién cru cta ching toi,
nho cé chuong trinh nghién clru nay da dwoc theo doi, diéu tri HA nén két
qua kiém soat HA rat t6t. Trong nghién ctru cla ching toi, da s cac doi
twong c6 bénh THA di kem sé duoc hen tai kham 1 thang/lan dé kiém tra va
ké don thang ti€p theo, nén s6 ngudi c6 HA tam thu > 140 mmHg & ca 2
nhom can thiép déu gidm so vai trudec nghién clru, sau 18 thang ty 1€ ngudi co
HATT > 140 mmHg & nhém can thiép TDLS + metformin la 7,3% & va nhdm
can thiép TBLS la 11,7% .

Két qua nay twong tu két qua nghién ctru ctia Phan Hwéng Duong va Phan
Van Doan, H6 Thi Kim Thanh.

4.2.3.6. Hiéu qua can thiép trén chi s6 lipid mau

RLDNG c6 mdi lién hé vgi cac yéu td nguy co cta bénh mach mau I6n bao
gom tang huyét ap, gidm HDL cholesterol, tang triglycerid va it thuong xuyén
hon do6 la ting LDL Cholesterol. S ¢c6 mat cua cac yéu t6 nguy co nay co
moi lién két vGi tang insulin trong mau, chinh né cé lién quan véi giai doan
dé khang insulin kéo dai dan dén phat trién bénh BTD typ 2.Trong mot phan
tich hoi ctu, Haffner da két luan rang tién BTD d4 c6 mdt qua trinh nguy co

X0 vita mach mau, c6 thé nhiéu nam, trwéc khi khdi phat RLDNG [130].
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Trong mot nghién clru khac, Wingard cho thdy c¢6 23% nhirng bénh nhan méi
dwoc chan dodn RLDNG c6 céc bénh tim mach [131].

K&t qua nghién ctru clia ching tdi cho thdy, sau 18 thang, khéng c6 su thay
ddi c6 y nghta thdng ké vé cac chi so lipid mau. Ddc biét, néu phan tich tai
tirng mdc thoi diém 3, 6, 12 va 18 thang cla cac thanh phan lipid khac nhau,
so sanh vai thoi diém trede nghién ctru thi cd thé thdy, cd nhitng thoi diém
céc chi sd nay thay ddi c6 y nghia thong ké nhung sw thay doi nay khdng on

dinh, thoi diém sau lai tang.

K&t qua nay cla chung toi cling tvong tw nhu két qua nghién ctru cta C.L.Li,
trong nghién ctru trén nhdm ddi twong Trung Qudc, cac tac gid cling khdng

tim thay cd sw thay dbi c6 y nghia thdng ké clia cac chi s6 lipid [81].

Tuy nhién, két qud nghién cru cla ching téi khong twong dong voi két qua
nghién clru ctia Phan Hwéng Dwong va cia Phan Van Boan, trong cac nghién
clru nay, sau thoi gian theo d6i 6 - 12 thang, chi s6 LDL-C, triglycerid gidm
va HDL-C tang c6 y nghia thdng ké.

Nhu phéan tich & trén da ndi, qua qua trinh chdng t6i theo ddi cac dbi twong
lién tuc trong thoi gian 18 thang, chiing tdi nhan thdy, sw thay doi cac chi s6
lipid clia cac doi twong nghién ctru khong 6n dinh, vi du nhw chi s6 LDL-C &
nhém can thiép TDLS + metformin tai thoi diém 6 thang gidm hon so vai thoi
diém trudc nghién ctru, s khac biét c6 y nghia thong ké, nhung ti€p tuc theo
ddi thi lai khoéng thay cé sw khac biét c6 y nghia théng ké nao, tvong tu nhw
vay Vvéi chi so triglycerid & nhdm can thiép thay ddi 16i sdng. Vi vay, chiing
t6i thdy rang, nén c6 nghién ctru khac véi thoi gian dai hon dé c6 danh gia
tong thé va khach quan hon vé hiéu qua clia cac bién phap can thiép.

4.2.3.7. Banh gia tuan tha diéu tri
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Tai moi lan tai kham, tit ca cac d6i twong nhién clru trong nhdm can thiép
TDLS + metformin sé phai ndp lai vd thubc, va ching t6i sé tinh % s6 lwong
thudc cac doi twong da dung; dong thoi tat ca déu dwoc tv van dung thudc déu
dan, du thubéc. K&t qua nghién ctru ctia chdng téi cho thdy, 93,4% cac doi
twong trong nhom can thiép TBLS + metformin déu cé chi s6 st dung thudc =
80%, day la mot két qua rat tot. KEt qua nay cling tvong tv nhu két qua cla

nghién ctu IDPP.

Tuy nhién, dé danh gia s tuan thd trong qua trinh thwe hanh chuong trinh 16i
song tich cwc, mot phan quan trong gop phan vao sv thanh cdng cla can
thiép, thi ching tdi chi danh gia qua su thay ddi ctia cac chi s6 nhan tric va
cac cau hoi vé ché do tap luyén, an udng. Bay ciing la mot han ché clia nghién
clru nay bai vi ching t6i khong c6 dd nhan lwc dé xay duwng mot ché do luyén
tap, dinh dwdng cho tlrng ca nhan va danh gia tuan tha vé rén luyén thé luc,

dinh du@ng cho tlrng ca nhan cu thé.

4.2.3.8. Mot s0 ban luan vé nhém can thiép thay doi 16i song

Hiéu qud tich cuc cla bién phap can thiép 16i sdng trong du phong BTD typ 2
& nhirtng nguoi tien BTD da dwoc chirng minh trong nhiéu nghién nghién ctru,
hoat dong thé lvc da chirtng minh dwoc loi ich: tang do nhay voi insulin, cai
thién tinh trang roi loan lipid méau, gidm huyét ap, ki€ém soat can nang, cai
thién kha nang kiém soat glucose mau, giam nguy co tim mach, lam cham
tién trién thanh BDTD. Trong mot sd nghién clru 16n, cac tac gia da cho thay

thay d6i 16i séng tham chi c6 hiéu qua t6t hon so véi can thiép bang thubc [7].

Tuy nhién két qua nghién ctru cla chung t6i lai khéng twong tu nhw phan Ién
cac nghién clru do, khong nhu ky vong clia ching t6i tai thoi diém trudc
nghién clru. S6 nguwoi BTD méi duoc chan doan cong don tai thoi diém 18

thang la 14 nguoi, chiém ty & 16,6/100 ngudi - nam, day la ty I1é twong doi
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cao so vOi cac nghién ctu trén thé gi¢i (Nhat Ban: 3% [64]; Trung qudc:
46%/6 nam [5]; Uc: 2,2% [65]); dac biét, sau 18 thang theo dbi chi co 3 ngudi
chuyén vé mirc duvong mau binh thuong, trong khi dé két qua ctia nghién ciru
GGT Diabetes Project: 18,1%/nam [65]; nghién ctu GOAL Lifestyle
Implementation Trial: 43%/3 nam [132].

Médc du ¢ mot sd chi s6 chlng t6i thay cé thay doi cd nghta thong ké tai mot
sO thoi diém nhat dinh nhwng su thay doi nay khong 6n dinh. Dac biét cd thé
thdy, cac chi s6 glucose mau luc doi, cling nhv glucose mau sau 2h NPDNG
da khong thay doi cé nghia thong ké so voi thoi diém ban dau. Két qua nay
cla chung toi twong tw nhu két qua cla nghién ciru DE-PLAN [133], cac tac
gia cling khong thdy cé sy thay doi vé chi s6 glucose va lipid méau sau 12
thang can thiép bang thay déi I16i séng.

Két qua nay co thé duoc ly giai bdi doi twong nghién clru cltia ching toi bao
gdm ca nhitng ngudi co can nang binh thudng, (BMI trung binh 23,86 kg/m?)
nén chi s6 BMI trong nhém nghién ctru ctia chiing t6i khdng thay ddi so voi
trw¢c nghién ctru, ¢d nhirng thang gidm nhung cé nhitng thang lai tang, nén
tinh chung c& qua trinh trén téng s6 cac doi twong thi cac chi s6 nhan trac
khong thay dbi nhiéu. Két qua clia ching t6i cling twong tv nhu két qua clia
cac tac giad An D9, céc chi s6 can ning, vong bung tai thdi diém 24 thang
tham chi con tang so véi thoi diém trwdc nghién ctru. Tuy nhién so véGi két
qud ctia mot s6 nghién ctru thi c6 sw khac biét, nghién ciru DPP (hoa Ky), két
qua trong su6t qua trinh theo ddi 2,8 nam, 43% doi tvong nghién clru da gidm
can nang > 5% (dac biét & nhdém can thiép TBLS, chi s can nang gidm tot
hon nhém can thiép bang metformin) [6]; nghién ctru GGT: sau 12 thang cac
doi twong da gidm 2.52kg can nang [65]; nghién ciru ctia Phan Huéng Duong,
sau 6 thang cac doi twgng da giam 2,8 kg (p < 0,001). M6t phan do ddi twong

nghién ctru la nhitng ngudi béo phi, va dac biét hon nita, do la cac nghién ctru
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nay déu c6 mot nhom chuyén gia tw van theo sat bénh nhan hang tuan dé
hudng dan cac bai thé duc ciing nhu xay dung ché do an cho tirng déi tvong
dé kiém soat chit ché qua trinh tap luyén, dinh dudng nham dat muc dich
giam can. Do do, trong nghién ctru DPP, nhém can thiép thay doi 16i song
tham chi gidm can t6t hon nhdém can thiép metformin, nén hiéu qua ngan chan
DTD typ 2 ctia nhém can thiép thay doi 16i song con cao hon nhém can thiép

metformin [7].

Mot van dé nita trong nghién ctru ctia ching téi la, mac du ddi twong nghién
ctru c6 trinh do van héa & mic trung hoc phé théng trd 1én (83%), la nhitng
ngudi c6 hi€u biét nhat dinh vé bénh BDTD va cac nguy co bién chirng, tuy
nhién viéc tuan tha diéu tri theo phwong phap thay doi 16i song khong dat két
qua nhu ky vong. Dé liéu phap thay déi 16i sdng dat hiéu qua tot, nhitng
nguoi tham gia nghién ctru phai c6 quyét tam, ban Iinh virng vang, tuy nhién
thwe té theo dBi nghién ctru cho chling toi thay, viéc thay ddi ché do sinh hoat
véi 10i song tich cuc giam can nang, tap luyén thé thao, dwong nhu la kha kho
khan v&i cac doi twong nay, chinh vi vay, & nhdm can thiép thay doi 16i song,
cac chi s glucose, lipid mau khong thay doi, diéu nay la hoan toan phu hop
trong bdi canh chung cla nghién ctru. Hon nita, cling can c6 thém nhitng
nghién cru khac dé danh gia su khac biét trong tuan tha diéu tri clia cdc nhém

ddi twong khac nhau.

4.2.3.9. Téac dung khong mong mudn khi can thiép thay doi 16i song két
hop metformin

Trong nghién ctu clia ching ti, ngoai nhirng bénh nhan tv y bé nghién ciru,

cé 3 bénh nhan & nhom can thiép TDLS + metformin phai ngirng tham gia

nghién cru do tac dung phu ctia metformin:
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- 1 bénh nhan nam 60 tu6i, BMI truéc nghién ctru 23 kg/m?, sau 6 thang
theo d6i gidm can nhiéu, giam 5 kg trong vong 6 thang theo ddi (7%) va bénh
nhan réat lo lang. Chung toi da tién hanh kiém tra sttc khde téng thé cho bénh
nhan nhung khoéng phat hién cé bat thwdng nao khac. Sau khi dirng thudc
metformin thi can nang cla bénh nhan tang dan trd lai.

Trong cac tai liéu vé duoc ly, mot trong nhitng tac dung khac ngoai tac dung
diéu tri DTD cla metformin do la gay giam can. Nghién ctru cta Seifarth C
cho thdy metformin véi lieu 2500mg c6 tdc dung giam 5,8 kg/6 thang &
nhitng ngudi béo phi, va nhitng ngudi c6 dé khang inssulin cang nang thi
cang giam duwoc nhiéu can[134]. Metformin gay giam can & nhi*rng doi twong
thira can béo phi, tuy nhién & bénh nhan nay thoi di€ém trwéc nghién clru can
ndng nam & trong nguwdng binh thueong, nhung c6 thé do metformin gay cam

giac chan an, nén lam can nang gidm nhiéu.

- 2 bénh nhan bi di ngoai phan léng mac du da chia nhé liéu thudc, tac
dung khéng mong muén cla metformin trén dwong tiéu hdéa bao gém cac
trieu chirng: chan an, tiéu chay, day bung, cdm giac khé chiu & bung hodc da
day.... Theo nghién clru ctia Dandona P, ty Ié tiéu chay trong s6 nhitng bénh
nhan BDTD phai diéu tri bang metformin chiém 20% [135]. Trong nghién ctru
clia ching t6i c6 mdt s6 bénh nhan IGc kh&i dau diéu tri bang metformin cling
bi dai tién phan Idng/phan nat thoang qua, tuy nhién sau khi chia nho liéu
thudc, udng 250 mg x 2 lan/ngay thi cac triéu chitng nay hét nhwng van con 2
bénh nhan bi di ngoai phan 16ng nhiéu 1an trong ngay nén bét budc phai dirng
tham gia nghién ctru, khéng dat dwgc dén lan tai kham thir nhat.

Ngoai ra, trong sudt qué trinh theo ddi ching téi khéng gap trvdng hop nao
c6 men gan tang qua 1,5 lan so v6i gia tri binh thuong, khéng cé tredng hop

nao cé creatinin mau > 130 pymol/l , khéng c6 truong hop nao bi thiéu mau,
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hodc man ngira, mé day, do dé khong cé doi twong nao phai dirng nghién clru

vi nhitng ly do nay.

Mot van dé thuan lgi nira trong nghién ctru clia chiing t6i do la, sudt thoi gian
theo d6i 18 thang, khong c6 d6i twgng nao xuét hién tinh trang suy tuan hoan,

thiéu oxy mau cdp, nhiém toan lactic, co thai.

Nhu vay, co thé thay metformin véi lich st ra doi hon 60 nam mot lan nira da
chirng minh, véi liéu 500mg/ngay la kha an toan trong diéu tri & nhitng nguoi
tien BTD.

HAN CHE CUA BE TAI

Nghién clru cla chung tbi mac du la nghién cru can thiép nhung khéng thuc
hién dwoc phurong phap chia mau ngau nhién, khong c6 nhom placebo, khong

lam mu, nén két qua nghién ctru cling bi han ché mét phan.

Do han ché vé ngudn luc con ngudi, nén trong nghién clru nay, nghién ciru
sinh dong thoi la nguoi kham, tv van, quan ly, theo ddi ché do tap luyén, an
udng, dung thudc... ngoai ra, c6 thém 1 diéu dwdng phu trach viéc can, do cac
chi s6 nhan trac, 1am xét nghiém NPDNG, do do, c4c di twong nghién ctru da
khong duoc giam séat chat ché ché do thay doi 16i song. Cling chinh vi vay,
nhém d6i tvong ap dung ché do thay doi 16i song trong nghién ctru clia chiing
t0i ¢6 sO nguoi tién trién thanh DTD kha cao, khong co duoc két qua kha

quan nhu cac nghién ctru khac & trong va ngoai nwéc.

Do kinh phi han ché, nhitng bénh nhan & tinh xa, ngoai cdp mién phi thudc
metformin, chling toi khong thé dai tho chi phi di lai, xét nghiém ... nén da c6
mot s6 lvong kha 16n cac ddi twong bé nghién clru, diéu nay dd phan nao anh

hwéng dén két qua nghién cliu.
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V1 qué trinh tién trién cta DTD tlr tien BDTD khoang 1-5 ndam nén cac nghién
ctru trén thé gidi danh gia qua can thiép du phong BTD typ 2 déu ti€n hanh
trong thoi gian kha dai. Thoi gian nghién ctru clia chdng téi mac du dai hon
cac nghién ctru trong nuwéc, tuy nhién con han ché so voi cac nghién ctru trén
thé gidi, vi vay, du cho két qua nghién clru nay clia ching tdi la hét strc tich
cwe, nhwng néu co diéu kién ching toi hy vong tiép tuc duoc thuc hién nghién

ctru voi thoi gian dai hon nira dé c6 két qua khach quan hon.
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KET LUAN

Ty Ié tién dai thao duwong tai khoa kham chira bénh theo yéu cau -
bénh vién Bach Mai

Ty Ié tién BTD tai khoa KCBTYC bénh vién Bach Mai: 58,3%; trong do,
ty 1& nguwdi chi mac RLDNG la 15,7%, chi madc RLGMLD 26,9% va mac
két hop cd RLDNG va RLGMLD la 57,4%

Céac yéu td nguy co lam ting nguy co mac tién BTD la: tubi > 45 va
THA.

Hiéu qua can thiép metfomin & nhirng nguoi tién dai thao dwong

Sau 18 thang diéu tri bang phwong phap thay déi 16i séng két hop voi
metformin 500mg/ngay & nhirng nguoi tién DTD dang két hop
RLGMLPD va RLDNG cho két qua: ty 1é mac BTD cong dbn thdp hon
nhém chi can thiép thay doéi 16i song (10,6% so v&i 26,3%, p < 0,05);
dong thoi ty 1é nguoi chuyén tir tién BTD vé mic glucose mau binh
thwong cao hon nhém can thiép thay doi 16i s6ng (22,4% so véi 4,8%, p
< 0,05).

Cac yéu to nguy co doi v&i su tién trién thanh BDTD: lugng glucose méu
lic doi, va glucose sau 2h lam NPDNG. Nhitng ddi tuong c6 lwgng
glucose mau ldc déi va glucose mau sau 2h lam NPDNG cang cao thi
cang c6 nguy co tién trién thanh BDTD.

Metformin v@i lieu 500mg/ngay diéu tri & nhiing nguoi tién DTD dang

két hop la kha an toan, dung nap tét, it tac dung khéng mong muén.
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KIEN NGH]

1. Can c6 mdt chwong trinh truyén thong rong rai tai cong dong, cac co s&
kham bénh, dac biét Ia tai co s& kham chita bénh ban dau, dé nhitng nguoi
méc tién dai thao duong sé dwoc chdn doan sém dong thoi dugc can thiép
sém dé lam cham qua trinh tién trién thanh BDTD typ2, tir d6 sé lam gidm

duoc ty 16 mac BTD typ 2 trong cong dong.

2. Nhitng nguoi duoc chdn doan tién dai thao dudong dang két hop: méac
dong thoi réi loan glucose mau lc déi va roi loan dung nap glucose, thi bén
canh viéc ap dung ché do thay ddi 16i s6ng nén dwoc can nhic diéu tri thém

metformin 500mg/ngay.
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NGHIEN CUU CAN THIEP
DY PHONG BENH DAl THAO BUONG TYP 2

THU BONG Y THAM GIA NGHIEN Cl*U

dong y tham gia nghién ctru can thiép du phong bénh Bai thao dudng typ 2.

Béc sy Tuong Thi Van Anh, nguti dang thyc hién nghién ctru can thiép nay da giai thich
day dd cho toi vé ban chat, muc dich va thoi gian nghién ctru. T6i da co thé dat cac cau
héi lién quan dén moi khia canh clia nghién ctu.

Sau khi suy xét, can nhac day du, tdi bang 1ong hop tac véi bac s§ cla toi va sé thong bao
cho bac s§ ngay lap tic vé bat ky mot bat thuong nao.

T6i ghi nhan rang toi co toan quyén ty do rat khoi nghién ciru nay vao bat ky thoi diém
nao néu téi muén.

Danh tinh cta t6i s& khéng bao gi¢r duoc tiét 16 va nhitng dir liéu thu thap duoc sé van la
thong tin bi mat cla téi. T6i dong y cho phép nhiing nguoi c6 tham gia vao nghién clru
nay va dai dién cla treong Dai hoc Y Ha Noi duoc kiém tra nhirng thong tin, dir liéu, dwdi
su cho phép ctia nghién ctru vién.

Toi dong y rang toi s& khong tim céach gidi han viéc st dung cac két qua nghién ciru can
thiép nay.

Ha Noi, ngay  thang nam
Béac sy Bénh nhan

Tuwong Thi Van Anh Tén:
Ky



PHU LUC 1
BENH AN NGHIEN CUU

Ngay kham:

Ho va tén: ID:

Tuoi:

Pién thoai lién lac:

Dia chi:

I.  HOI BENH
Thoéng tin Ma héa @ Ghichu

Gidi tinh Nam 1
N 2

Noi & Thanh thi 1
NOng thon 2
Mién nai 3

Trinh do hoc van Pai hoc/THPT > 11 ndm 1
THCS (6-11 nam) 2
Tiéu hoc/mu chit (< 6 ndm) 3

Nghé nghiép Cdng chtrc — vién chirc 1
NOng dan 2
Lao dong pho thong 3
NOI tro 4
Nghi huu 5




Tién s

Gia dinh c6 nguoi mac BTD  Co 1
@ Khong 2
Ban than c6 TS BTD thai Co 1
nghen/sinh con > 4kg (N{) Khong 2
THA (2) Co 1
Khong 2
RGi loan lipid mau (3) Co 1
Khong 2
Mac bénh ndi khoa khac Cé 1 Bénh gi
Khong 2
Thoi quen sinh hoat
Ché d6 an > 5 khau phan Co 1
rau/tréai cay/ngay (4) Khéng 2
uong ruou (5) Mtrc do it/khdng ubng ruou 1
Mtrc do vira 2
Murc do nhiéu 3
Hut thudc la (6) Khong bao gio 1
Thinh thoang 2
Hang ngay 3
Mrc dd hoat dong thé Iwc (7) = Tinh tai 1
Nhe 2
Trung binh 3
Nang 4




II. KHAM LAM SANG

1. Toan than

e 28 111
= NRHBE GO ..o e eaas
- Chiéu cao................. m Can nang:........ceevevene. kg
- BMI .. kg/m2

- Vong bung: .............. cm Vong hoéng............... cm

VB/VH: ..o o

2. BO phan:

Tuan hoan
HATT............ mmHg  HATTr:....... mmHg Nhip tim..... ck/phut
KNG, o e

CO =XUONG = KNOP: oottt aenns .

CAC CO QUAN KNAC: ..ottt rbeeene e eeeee e



1.  CAN LAM SANG:

Chi s6 XN Két qua Chi s6 XN Két qua
Xét nghiém sinh hoa:
Cho TP (mmol/l) Mo (mmol/l)
HDL-C (mmol/l) M1 (mmol/l)
LDL-C (mmol/l) HbAlc (%)
Triglycerid (mmol/l) GOT/ALT (U/l)
Ure (mmol/l) GPT/AST (U/l)
Creatinin (Mmol/l)
Tong phan tich mau XN nuéec tiéu
S6 lvong hong cau Protein niéu
Hematocrit (g/l) Glucose niéu




Chu thich:

(1): Trong gia dinh c6 b8/me/anh/chi em ruét méc BTD

(2): Pé tlrng duoc chan doan THA hodc dang phai dung thudc ha HA

(3): Pé tlrng duoc chan doan RLLP hodc dang phai dung thuéc ha lipid mau

(4): 1 khau phan ra xanh/trai cay twong duong 1 bat rau séng hoac ¥ bat rau nau chin

(5):- UONng ruou mirc vira phai: udng it hon 1 don vi rvgu/ngay véi phu nit va 2 don vi
rwgu/ngay doi véi nam gidi
- Uo6ng nhiéu rvou: udng dén mirc say ruou it nhat 5 ngay/thang hoac uéng nhiéu
reou: it nhat 8 don vi rvegu/tuan véi nir va it nhat 15 don vi rvou/tuan véi nam
1 don vi rvou twong dwong: 350 ml bia (5% con) hodac 150 ml rvou vang (12% con)

hoac 50 ml rwgu manh (40% con) (vodka, wiski, gin...)

(6) - Hut thudc 1a hang ngay: hat thudc 14 it nhat 1 lan/ngay
- Thinh thoang hat thu6c 1a: ngudi cé hit thude 1a nhwng khdng hit hang ngay
- Khong hat thudc 1a: chua bao gio hat thudce la

HUt thube 1a: bao gom tat ca cac dang: hit, nhai... bat ci san phdm nao lam tir 14 cay

thudc la

(7) - Tinh tai: ngdi yén tinh, nam nghi, xem TV, choi game, sir dung may vi tinh, doc
sach....
- Hoat dong nhe: lam viéc nhe nhang: di dao < 5km/h, lam viéc nha nhe nhang: lau
nha, ndu com...
- Hoat dong vira: di bd nhanh, khiéu v{, lam vuon, dap xe 8-14km/h...
- Hoat dong manh: chay bo, dap xe nhanh, van chuyén dd nang, choi ging stc véi

tré, lam vuon: dao dat, xic dat...



PHU LUC
BENH AN NGHIEN CUU - THEO DOI CAN THIEP

Ngay kham:

Ho va tén: ID:

Tuoi:

Pién thoai lién lac:

Dia chi:

I.  HOI BENH
Thoéng tin Ma héa @ Ghichu

Gidi tinh Nam 1
N 2

Noi & Thanh thi 1
NOng thon 2
Mién nai 3

Trinh do hoc van Pai hoc/THPT > 11 ndm 1
THCS (6-11 nam) 2
Tiéu hoc/mu chit (< 6 ndm) 3

Nghé nghiép Cdng chtrc — vién chirc 1
NOng dan 2
Lao dong pho thong 3
NOI tro 4
Nghi huu 5




Tién s

Gia dinh c6 nguoi mac BTD  Co 1
@ Khong 2
Ban than c6 TS BTD thai Co 1
nghen/sinh con > 4kg (N{) Khong 2
THA (2) Co 1
Khong 2
RGi loan lipid mau (3) Co 1
Khong 2
Mac bénh ndi khoa khac Cé 1 Bénh gi
Khong 2
Thoi quen sinh hoat
Ché d6 an > 5 khau phan Co 1
rau/tréai cay/ngay (4) Khéng 2
uong ruou (5) Mtrc do it/khdng ubng ruou 1
Mtrc do vira 2
Murc do nhiéu 3
Hut thudc la (6) Khong bao gio 1
Thinh thoang 2
Hang ngay 3
Mrc dd hoat dong thé Iwc (7) = Tinh tai 1
Nhe 2
Trung binh 3
Nang 4




II. KHAM LAM SANG
1. Toan than
Y G oo e,

= NRIBEAD ..o e

2. BO phan:

CO =XUONY = KNOP: oot eenns .

CAC CO qUAN KNAC: ..ottt et e rteeene e eeeaeeae



1.  THEO DOI TAI KHAM

Tai kham
1

Tai kham
2

Tai kham
3

Tai kham
4

Ngay

Chiéu cao (m)

Céan nang (kg)

BMI

Vong bung (cm)

Vong héng (cm)

B/H

HATT (mmHg)

HATTR (mmHg)

Mo (mmol/l)

M1 (mmol/l)

HbALc (%)

Cho TP (mmol/l)

HDL-C (mmol/l)

LDL-C (mmol/l)

TG (mmol/l)

Ure (mmol/l)

Creatinin (Mmol/I




GOT/ALT (U/)

GPT/AST (U/l)

Hematocrit (g/l)

Protein niéu

Glucose niéu

Triéu chirng phat
sinh trong qué
trinh can thiép
(néu c6): dau
bung, day hoi,
gay sut...




Chu thich:

(1): Trong gia dinh c6 b8/me/anh/chi em ruét méc BTD

(2): Pé tlrng duoc chan doan THA hodc dang phai dung thudc ha HA

(3): Pé tlrng duoc chan doan RLLP hodc dang phai dung thuéc ha lipid mau

(4): 1 khau phan ra xanh/trai cay twong duong 1 bat rau séng hodc Y2 bat rau ndu chin

(5):- UONng ruou mirc vira phai: udng it hon 1 don vi rvgu/ngay véi phu nit va 2 don vi
rwgu/ngay doi véi nam gidi
- Uo6ng nhiéu rvou: udng dén mirc say ruou it nhat 5 ngay/thang hoac uéng nhiéu
reou: it nhat 8 don vi rvegu/tuan véi nir va it nhat 15 don vi rvou/tuan véi nam
1 don vi rvou twong dwong: 350 ml bia (5% con) hodac 150 ml rvou vang (12% con)

hoac 50 ml rwgu manh (40% con) (vodka, wiski, gin...)

(6) - Hut thudc 1a hang ngay: hat thudc 14 it nhat 1 lan/ngay
- Thinh thoang hat thu6c 1a: ngudi cé hit thude 1a nhwng khdng hit hang ngay
- Khong hat thudc 1a: chua bao gio hat thudce la

HUt thube 1a: bao gom tat ca cac dang: hit, nhai... bat ci san phdm nao lam tir 14 cay

thudc la

(7) - Tinh tai: ngdi yén tinh, nam nghi, xem TV, choi game, sir dung may vi tinh, doc
sach....
- Hoat dong nhe: lam viéc nhe nhang: di dao < 5km/h, lam viéc nha nhe nhang: lau
nha, ndu com...
- Hoat dong vira: Yéu cau c6 gang hoat dong vira phai va nhip tim ting dang ké:
khiéu v, lam vuon...
- Hoat dong manh: Yéu cau c6 gang nhiéu dén mirc 1am thd nhanh, nhip tim ting

nhiéu: chay bd, dap xe nhanh...



PHU LUC 2

TONG QUAN VE THAY BOI LOI SONG (Theo ADA)

Muc tiéu dau tién: giam 0,5 — 1kg can nang /tuan

Muc tiéu lau dai hon: gidm 7% trong lwong co thé

1. Hoat dong thé Iuwc

1.1.

1.2.

Chuong trinh luyén tap thé lic bao gom:

> 150 pht / tuan voi cac bai tap aerobic cudng do trung binh (nhip tim
khoang 50 — 70% murc nhanh nhat)

Tap it nhat 3 ngay/tuan

Khong duoc nghi qua 2 ngay lién ti€p khong tap

Can nhéc van dé tudi tac va mic do luyén tap thé luc trude do (vi du
nhv THA khong dugc kiém soat, cd cac bénh khdp, bénh dong mach
ngoai bién...)

Cac hoat dong tiéu thu nang lugng mirc dé vira/nang

Hoat dong thé luvc mirc do vira Hoat dong thé lwc mic d6 manh

Pi bd nhanh Chay bd

Khiéu vii Pi bd nhanh hoac troe nui

Lam vuon Pap xe nhanh

Lam viéc nha hoac don dep trong nha | Tap aerobic

San ban, hai lvom truyén théng Boi nhanh

Hoat dong c6 lién quan dén choi tro | Choi tro choi hodc thé thao doi

choi hodc thé thao cuing voi tré nhé/ | khang (bong da, bong rd, bong




di dao v@i tha nudi chuyén...)

Codng viéc xay nha don gian: lop Xuc, dao dat nang

ngoi, son twong...

Mang vac, van chuyén hang héa mic | Mang vac, van chuyén hang héa
trung binh (< 20kg) nang (> 20 kg)

Ché dd an

Cé6 ché dd dinh du@ng riéng cho tirng ddi twong, duoc xay dwng béi chuyén
gia vé dinh dudng.

Giam lvgng calo dwa vao 500 — 1000kcal/ngay (phu thubc vao can nang luc
kh&i dau)

Giadm lugng chat béo dua vao

Han ché viéc sir dung d6 udng c6 dudng

Ngi coc nguyén hat chi€ém 50% tong lvong ngti cdc/bira an

An lugng chét xo 14 g/100 kcal

Hang ngay an khoang 5 -7 phan rau xanh hodc trai cay.

Rau xanh c6 2 loai: c0 tinh bdt nhw khoai tdy, ngd, cac hat dau (chdng co6 chira

nhiéu carbohydrate) va loai khdng cé tinh bot

Chon loai rau xanh (loai twoi, dong hop hoac déng lanh) nhwng khdng c6 thém

mudi, dudng hay chat béo

MGt phan rau xanh: % bat nhé rau xanh dd ndu chin hodc 1 bat nhé rau xanh séng




+ Tranh nhirng d6 udng c6 dwong: soda, nudc trai cay, nwdc tang lwc, do
uéng thé thao, ché duong ...
+ UG6ng ché/ca fe nguyén chat (khdng thém duong, cream...)
+ Chon sira khdng hodc it chat béo (1% chat béo)
+ Nuwdc ép trai cay: dung it hon 120 ml nwédc ép trai cay/ngay, chon loai
khong cho thém duong.
- Ruou:
Phu nit: khdng qua 1 don vi regu/ngay
Ban 6ng: khéng qué 2 don vi rugu/ngay
1 don vi ruou twong duong 14g (17 ml) cdn nguyén chat.
D06 udng co6 con twong duong 1 don vi rwou: 350 ml bia (5% con) hodc 150 ml
rvgu vang (12% con) hoac 50 ml regu manh (40% con) (vodka, wiski, gin...)

Hinh anh dia thirc an lanh manh

TINH BOT

RAU QUA |\

ﬂk

23cm



PHU LUC 4
CHE O AN CHO BENH NHAN PAI THAO BUONG
(Theo TS Nguyén Thi Ha — Vién Dinh dudng)

Tl nam 1994, Hiép hdoi DTD Hoa Ky dva trén nhitng dit lieu m&i nhat cuia
khoa hoc dinh dudng d& quy dinh trong khau phan dn hang ngay, protein nén
chiém khoan 10 — 20% t6ng s nang lugng, s6 con lai 80- 90% phan b6 cho
chat bot duwong, chat béo, tuy thudc vao tlrng ca nhan.
Viéc xay dung ché do an phai tuy tlrng ca nhan dé phu hop tirng ngudi va
khong c6 mau thic don riéng bénh BTD véi nhitng ly do sau: moi ngudi déu
co thé trang khac nhau, kinh té sinh hoat khac nhau, va tinh trang bénh ly
khong gidng nhau. Ngoai ra con tudi tac, khau vi, thoi quen tap quan an udng
trng dia phuong khéc nhau.
Khuyén cao méi ctia cac nha chuyén mon thi ché do an bénh BTD cling
giéng nhw nhirng ngudi binh thwong, nhung cha y :
DBanh gia tinh trang dinh du@ng: chi s6 BMI dwa vé tdi vu 22
Xay dwng thie don tong calo/ngay theo can nang ly twdng (BMI 22). Tong
calo ctia bénh nhan sé phu thudc vao tinh trang lao dong, sinh hoat, kinh t€,
phong tuc tap quan an uéng cuta bénh nhan.
Tong s6 calo duoc tinh theo can nang ly twdng (CNLT)/ ngay:
Bénh nhan béo phi, lao dong nhe: 20 — 25kcal/CNLT/ngay.
Bénh nhan lao dong vira phai, thé trang trung binh: 25 — 30 kcal/kg/ngay
Bénh nhan lao dong nang, thé trang gay, thiéu dinh duéng: 30 — 35
kcal/CNLT/ngay



- Phan bd céac chat dam va chat béo, chat bot dudng dwa vao can nang ly tudng
va theo chi dinh cla bac sy dinh dwdng, phu thudc vao tinh trang bénh ly clia
bénh nhan, cac xét nghiém glucose mau, lipd mau...

- Chon thiyc pham t0i wu d6i v&i ché do an DT

- Céch an, phrong phap ndu cac moén an va phan b6 bira an cho hgp Iy nhu 3
bi*a chinh va 1 bira phu. (néu glucose mau tang cao thi chia nhé thanh 5-6

blra an/ngay).

MOt s6 diéu can biét khi chon thuc pham:

- Chat bot, dwong:
Gao (gao té, gao nép, gao Iit...) khoang 200g/ngay, twong dwong 4 lung
bat com.
Khoai cu twoi (khoai lang, khoai so, san...) 200- 400g/ngay
Han ché an khoai tay, mién rong, banh my vi cac loai nay sé lam tang
glucose mau (moi ngay chi nén &n 1 1an, t6i da 2 1an 100- 1509)
Banh ngot (khéng qua 30g/ngay)khéng s dung dwong, keo, mat ong
Céc thuc pham tvong duong dung thay thé:
100g gao tuong dwong:
400g khoai ct tvoi (khoai tay, khaoi lang, khoai so, san...)
130g khoai, sin kho
100g banh phé&, buan khd, mién rong, my sgi, ngd hat khd, bot my...
2509 bdn twoi, banh phé twoi
200g ngb tuoi
170g banh my
- Chét béo:

Dau thuc vat: 10 — 20 g/ngay (dau dau nanh, virng, dau oliu...)



Khéng dung md, bo
Khdng dung pht tang dong vat, do hop.
- Chat dam:
Caéc loai thit ca: 100- 150g/ngay. Cho thit nac, khdng an thit co md. Thit ga
can bo da doi voi trudng hop thir can, béo phi.
Tang cuong an cac loai dam thuc vat tir cac loai dau nhuwL dau phu 150 -
200g/ngay
Stra dau nanh khéng dwong: 200 — 400ml/ngay
Han ché an tom, trirng (1 qua/ngay)
Céc loai thic phdm tuong duong dung thay thé:
100g thit lgn nac tvong dwong:
100g thit bo nac
100g thit ga nac bo da
100g ca nac
1509 dau phu
100g tém
- Cac loai rau qua:
An duoc tét ca cac loai rau 300 — 500g/ngay
Qua:
§ Khong an qua say kho
§ Qua it ngot nhu: bw@i, cam, cac loai dao man, chdém chém, thanh
long... an khdng qua 400g/ngay
§ Qua nhiéu ngot: mit, xoai, chubi, na, nho, sau riéng..: an khéng qua
100g/ngay
§ MOt ngay khong qua 200g qua cac loai tinh theo don vi cua loai qua

it ngot, an qua nay thi phai bét qua kia.



Chay:
- Cac loai thuc pham han ché dung: pht tang dong vat, d6 hdp, mé bo, nwéc
dung ham xuwong ...
- Rwou toi da: Rugu vang 150ml/ngay, rwgu nang 50 ml/ngay, bia 300-
400ml/ngay
- Han ché cac mon an xao, ran, nwéng...Nén an nhiéu mon rau tron xa lat

- Nén chia nhiéu bira an trong ngay



