Tién dai thdo dudong

PGS, TS Nguyén Thy Khué



Ca lam sang

Ong H,55 tudi, di kham téng quat vi vo mdi bi phat hién BTD

Ong H Ia chd tiém tap hda, chua bao gi kham téng quat, khéng cd
bénh nghiém trong.

Théi quen: khéng hut thubc, khdng udng ruou, khdng tap thé thao .
Gia dinh: chua ai phat hién BDTD, THA .

Két qua kham:

HA: 159/90 mmHg, mach 70/1’

BMI: 27 kg/m? (Cao 1,6m, Nang 70Kg; Vong eo 95 cm

FBG: 6.6 mmol/L (120 mg/dL); HbA,: khong lam

Lipid profile: total cholesterol: 6.4 mmol/L; LDL-C: 2.6mmol/L; HDL-
C: 1.0 mmol/L; triglycerides: 6.9 mmol/L

CTM: binh thuong; PTNT: binh thuwong; micro-albuminuria: khong
lam



DPinh nghia Tién Pdi Thdo Puwdrng

/

% Tién DTD: trang thai trung gian gitra glucose huyét binh thwong va DTD tip 2

L/

% Tién DTD: bao gém roi loan duong huyét déi va/hoac roi loan dung nap glucose

L/

% Tién DTD: gia tang nguy co bi DTD tip 2 trong tuong lai

_ GLUCOSE HbA1C NGHIEM PHAP DUNG NAP
_ HUYET TUONG KHI POI GLUCOSE *
Don vi: mg/dL

TIEN PTP

BINH THUONG

ADA. Diabetes Care 2019;42(suppl 1); De Vegt F. JAMA 2001:285(16):2109-2113; Santaguida PL, et al. Report/Technology assessment N0128.2005.
AHQR publication no.05-E026-2.



2019 Ti Ié Iwu hanh trén RLDN glucose thé gié¢i & ngwi
triwéng thanh , chinh theo tudi (20-79 years)

B <%

B <%
B s--<10%
I 10-<12%
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B No estimates made

IDF Atlas 2019, 9th ed.



Uéc lwong ti I1é Tién déi thdo dwdrng tai Viét Nam

CINO)]

triéu triéu triéu triéu
SO lugng bénh nhan tién BDTD sé tang Ién 47% dén 2045

” Tién BDTD '” bTD

International Diabetes Federation. IDF Diabetes Atlas 9th edition.
2019



Vi sao Can quan tam dén tien DTD ?

* Tién DTD lién quan vdi tang nguy co bénh
ly mach mau Idn, mach mau nho, tham chi
tl vong

* ROi loan glucose huyét trong Tién DTD cé
thé thay d6i khi can thiép bang thay doi I6i
song hodc dung thudc



Tien DTD va bénh than man: Meta-analysis

9 Cohorts gom 185,452 d&i twong, cht yéu thudc ngudi Chau A va da trang :
Theo doi 835,146 nguQi - nam

First author, year Country Samplesize  Relative risk RR 95%CI  Weights
Fox et al, 2005 USA 2398 + 098 (0.67-143) 43%
Kurella et al, 2005 USA 10096 ‘“'_ LIT (087-142)  8.6%
Torawactal, 2007 Japan 6371 —— 122 (089-167)  59%
Lucove et al, 2008 USA 2420 + 140 (L1.10-1.78) 8.8%
Rashidi et al, 2007 Iran 4607 : 102 (1.00-1.04) 27.7%
Sun et al, 2010 Taiwan 118924 097 (093-101) 26.3%
Ryu et al, 2009 Korea 10685 o 161 (095-2.73) 24%
Wanatabe etal, 2012 Japan 27359 —&— |84 (142-238) 7.9%
Schottker etal, 2013 Germany 2592 + 097 (0.75-125)  8.0%
Random effects model * L1l (1.02-1.21) 100%
Heterogeneity: losquared = 78.1%,

tau-squared = 0.0069, p < 0.000] , ,

0.50 1.00 2.00

Relative risk & 95% confidence interval

Echouffo-Tcheugui JB, et al. Diabet Med 2016;D01:10.1111/dme.13113



Ti Ié bénh vong mac DTD & d6i twong tien DTD

Ti 1& bénh vong mac PTD theo tudi
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Tudi cac déi twong bi tién DTD

Journal of Diabetes and Its Complications https://doi.org/10.1016/j.jdiacomp.2014.02.008
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Bénh than kinh ngoai vi va roi
loan chirc ndng than kinh &
ngwi cé nguy co’ cao bj DTD
tip 2 : The PROMISE Cohort

3

S

Prevalence (%)
s 3

B MNSI 2/10
0 - p<0.001
: 29 u MNSI 2/8
Prevalence of peripheral neuropathy by glucose e
. . . oy . 0 — S L
tolerance status comparing different definitions e -
of MNSI at 3-year follow-up (A) ; (=336 (=100 (=22)
and by progression of glucose intolerance
between baseline and 3-year follow-up (B)
The p-value refers to the overall comparison
across subgroups £
i
g ¥ MNSI 2/10
& p=0.001
MNSI: Michigan Neuropathy Screening Instrument WA oS
NGT: Normal Glucose Tolerance P

NFG: Normal Fasting Glucose sl B M ,
DM: Diabetes Mellitus ustained Progression Sustained Progression
NGT  toPre-DM Pre-DM to OM

(n=354)  (n=86)  (n=12)  (n=f)

Lee CC, et al. Diabetes Care 2015;38:793—-800. doi:10.2337/dc14-2585



Hazard ratio (HR) bénh mach vanh dwa trén mirc
glucose huyeét lac déi

Fasting blood glucose Number of Number HR (95% Cl)
concentration participants (%) of cases

Known diabetes at baseline
>7 mmol/L 13122 (4.7%) | 186 —B—  236(2.02-276)
<7 mmol/L 5807 (2.1%) 380 —— .61 (1.42-1.82)

No known diabetes at baseline

>7 mmol/L 7240 (26%) 45) — .78 (1.56-2.03)
6.1 to <7 mmollL 19607 (7.0%) 1 011 =5 117 (1.08-1.26)
5.6 to <6.| mmollL 32008 (11.5%) 163 | 11 (1.04-1.18)
39 to <5.6 mmollL’ 185 590 (66.5% 9508 - .00 (0.95-1.06)
<39 mmollL 15916 (5.7%) 66 —m— .07 (0.97-1.18)

| | |
08 | 2 4

279 290 subjects (14 814 cases)

Emerging Risk Factors Collaboration, Sarwar N, et al. Lancet 2010;375:2215-22.






Dién tién ty nhién ctia RL glucose huyét déi/ RLDN glucose

Dién tién tw nhién cda RLDNG (IGT)/RLGH déi (IFG) sau 11 nam theo déi

Impaired Glucose Tolerance
11-year follow-up

IGT
30%

Diabet
46%

Normal
24%

Impaired Fasting Glucose
11-year follow-up

Norma
38%

Diabetes

IFG
7%

IGT
17%

Presentation: Stephen Twigg. Pre-diabetes Symposium ADS & ADEA Annual

Scientific Meeting, Sydney 2004




Ti suit chuyén tir tién DTD sang DTD tai Anh (2000-2015):
nghién clru cohort dya trén hé so’ dién tlr
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Cac yéu t6 nguy co chuyén sang BTD : nhdm tudi 45-54, BMI>30kg/m?, tram cam,
huat thudc 13, séng & khu phd ngheéo

Ravindrarajah R, et al. BMJ Open 2020;10:040201. doi:10.1136/bmjopen-2020-040201



Yéu t6 di truyén

(nhay cam hodc dé khang) . ~ ~

Yéu t6 moi trwdong i S i

Yéutomai o Tién DTD va yéu to nguy co tim mach
* Béo phi

+ f[tvandong

“Tién Bénh tim mach” CHAN DOAN
“Tién DTD” PTD

Bién chirng
|

Dé khang Insulin

XVDBM XVDM Xo vira dong mach | Banh mach vanh
Tang Insulin huyét tuong nang Cat cut chi
J HDL Ti€p tuc dién tién | Ti€p tuc dién tién
M Triglycerid, sd LDL Bénh vong mac Mu
: ’ Bénh than BTD Bénh than man-Suy than
Tang huyét ap Tang huyét ap Tang huyét ap Bé&nh than kinh

Nigro J et al. Endocrine Reviews 27: 242-259, 2006




Nghién ciru vé tiéen BTD — Can thiép bang thay doi
16i song

Can thiép bang I16i séng cé hiéu qua kéo dai, thadm chi d&n 20 ndm

Nghién ciru Doi N; thoi Nhomchirng Nhoém canthiép % giam
twong gian NC nguy co’
(nam) bTb

S'fandard Diet; exercise; or | ~34% dén
Lifestyle

advice both together -46%

Standard Intensive,
Finnish DPS34 IGT Lifestyle multifactorial
advice intervention

Diabetes -58% (3

Standard Intensive niam)

Prevention lifestyle lifestyle

Program . . . -34% (10
advice intervention o (
(DPP)>° nam)

1. Diabetes Care 1997;20:537-544. 2. Lancet 2008;371:1783-1789. 3. N EnglJ Med 2001;344:1343-1350. 4. Lancet 2006;368:1673-1679.
5. N EnglJ Med 2002;346:393-403. 6. Lancet 2009;374:1677-1686.



Nghién ctru vé Tien DTD — can thiép bang thudc

Nghién ctru Doi N; thoi Nhém Nhém can thiép % giam
twong gian NC chirng Nguy co’
(nam) bTD
Diabetes Placebo plus
Prevention standard

Program (DPP- lifestyle
Us)?! advice

Metformin (plus
standard lifestyle
advice)

IDPP (India)? Standard Metformin (plus
lifestyle standard lifestyle
advice advice)
Metformin (plus
intensive lifestyle
advice)

DREAM3 IGT£IFG | 5269;3 Placebo Rosiglitazone

STOP-NIDDM?4> []) 1429; 3.3 Placebo Acarbose

ACT NOWS® IFG ~602; 3 Placebo Pioglitazone

1. Diabetes Care 2003;6:977-980. 3. Diabetologia 2006;49:289-97. 3.Diabetes Care 2011;34:1265-1269. 4.
2002;359:2072-2077 5. JAMA 2003;290:486-494. 6. N Engl J Med 2011;364:1104-1115.




Nghién clru vé Tién BDTD — can thiép
bang thuoc

Nghién cliru Poi twong N; thoi Nhom Nhom can thiép % giam
gian chirng Nguy co
NC DTD
(nam)

Diabetes Placebo plus
Prevention standard
Program (DPP- lifestyle

Metformin (plus
standard lifestyle

US)? advice acuice)

DPPOS outcomes | Epidemiolog Placebo plus Metformin
Study? ical follow- . intensive 1700mg/day plus

up to DPP lifestyle intensive lifestyle
Observational

follow-up to DPP-US . .
Intensive lifestyle

advice

1. Diabetes Care 2003;6:977-980. 2. Lancet 2009;374:1677-1686.



Can thiép bang thay doi 16i song tich cwe ¢6 hiéu
qua phong ngtra dién tién tir RLDN glucose (IGT)
dén BTD

Diabetes Prevention Program-US randomized controlled trial (N=3234)

12 - 11

10 - ) 31%d

7.8

Diabetes incidence
per 100 person-years

Intensive lifestyle Metformin Placebo
intervention*® 850 mg BID (n=1082)
(n=1079) (n=1073)
*Goal: 7% reduction in baseline body weight through low-calorie, low-fat diet and 2150 min/week moderate intensity
exercise

IGT, impaired glucose tolerance; T2D, type 2 diabetes. DPP Research Group. N Engl J Med 2002;346:393-403.



Can thiép bang 16i song ¢6 hiéu qua phdng ngira

b 1

PTD & nhém ngwdi cao tudi

Diabetes Prevention Program-US

(N=3234)

14 -

12 - 11.6
5 o B Placebo
c £ v
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2 o
2 = Lifestyle
S g

25-44 45-59 =60
Tudi (n&m)

*Goal: 7% reduction in baseline body weight through low-calorie, low-fat diet and 2150 min/week moderate
intensity exercise

DPP Research Group. N Engl J Med 2002;346:393-403.



Hiéu qua cia can thiép bang 16i song trong phéng
nglra DTD giam khi can nang tang

Diabetes Prevention Program-US

16 - (N=3234)
14.3
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&12
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*Goal: 7% reduction in baseline body weight through low-calorie, low-fat diet and 2150 min/week
moderate intensity exercise

DPP Research Group. N Engl J Med 2002;346:393-403.



Metformin lam giam nguy co tién trién DTD tip
2 6 bénh nhan tién BDTDb 1.2

Péi tugng Giam nguy co tucong doi so vGi
] gia ducc
i o RLDNG/
Ng'.}'.fg fu’u RLGHP Metformin giam 31% sau 3
nam
Nghién ctu RLDNG
DPPOS 2 / Metformin gidam 18% sau 10 ndm va 15
RLGHP nam
Nghién cifu
gIDPP 3 RLDNG Metformin gidam 26% sau 3
nam

e Phu nit RLDNG
MCUICLEDUNY  c6/khong tién  Metformin giam 50% sau 3 n&m nhém tién
SLEUA IR iy PTD thai ky  s¢ DTD thai ky

1. Knowler W, et al. N Engl J Med. 2002;346(6):393-403. 2. Diabetes Prevention Program Research Group, et al.
Lancet Diabetes Endocrinol. 2015;3(11):866-875. 3. Ramachandran A, et al.Diabetologia. 2006 Feb;49(2):289-97. 4.
Ratner RE, et al. J Clin Endocrinol Metab. 2008;93(12):4774-4779.



Metformin giam nguy co DTP & bénh nhan cé
tién s BDTP thai ky

« K&t cuc chinh la thdai

E % giam nguy co PTD so vJi gian tién trién thanh
gia dugc PTD
« N=2.190 (350 ngudi co
Khong co tién st DTH tién su DTD thai ky,
Tién si DTD thai ky thai ky 1416 nguGi sinh con
0 - nhung khéng cé tién sur
10 PTD thai ky) ph&n ngau
:28 -14 nhién 3 nhém: CTLSTC,
40 metformin, gia dugc
_50 « Theo doi trung binh 3
60 -50 nam

B Metformin Can thiép 16i s6ng tich cuc

Metformin hiéu qua trong viéc giam tién
trién thanh PTD tip 2 & ngudi cd tién si PTD
thai ky

Ratner RE, et al. J Clin Endocrinol Metab. 2008;93(12):4774-4779.



Vai tro metformin trong diéu tri tién DTD

- Metformin cé bang chirng nén tdng manh nhat:
v'Lam gidm tan suat DT vdi bang chirng manh & nhiing
ngudi cd nguy cd cao nhat!:
QTudi <60 tudi,
dBMI = 35,
QPhu n{ co tién s BTD thai ky.
v’ Lgi ich vé hiéu qua- gia thanh trong 12 phan tich kinh té€.
« Dugc chirng minh nhu la thuoc diéu tri phong PTP an
toan lau dai =

- CO cad ché lam cham dién tién PTP
benefit of each medication. Metformin
has the strongest evidence base (50) and
demonstrated long-term safety as phar-
macologic therapy for diabetes preven-
tion (48). For other drugs, cost, side

. Moin T et al. Review of metformin use for type 2 diabetes effects, and durable efficacy require
prevention. Am J Prev Med 2018;55:565-574 . .
. Diabetes Prevention Program Research Group. Diabetes Care consideration.

2012;35:731-737
. American Diabetes Association. Diabetes Care.



Effects of Metformin therapy on Coronary Endothelial
Dysfunction in patients with Prediabetes with Stable Angina and
Non-obstructive Coronary Artery Stenosis: The CODYCE
Multicenter Prospective Study

Table 2—Continued

86 PSM NG patients 86 PSM pre-DM patients 86 PSM pre-DM metformin patients P
CRP (mg/L) 1.76 £ 0.56 2.21 = 058 1.81 £ 0.55 <0.05*
IL1 (pg/dL) 2024 + 33.9 268.3 *+ 61.6 211.3 £ 40.6 <0.05*
IL6 (pg/dL) 132.7 = 156 186.2 * 34.7 1344 + 16.9 <0.05*
TNFa (mg/dL) 2.11 + 063 4.12 + 063 2.16 * 067 <0.05*
Nitrotyrosine (mg/dL) 0.21 = 0.04 0.31 = 0.01 022 * 015 <0.05*
MACE 7(81) 21 (24.4) 15 (17.4) <0.05%t%

Dataaremeans = SDorn(%). *Pvalue <0.05, NG vs. pre-DM patients; tPvalue <0.05, pre-DM vs. pre-DM metformin patients; $Pvalue <0.05, NG vs.
pre-OM metformin patients. MACE: cardiac death, myocardial infarction and heart failure
O bénh nhan tién DTD, metformin giam cé y nghia phan rng viém va
stress oxy héa — cai thién chirc nang néi mé déng mach vanh —» giam
bién co6 tim mach

CONCLUSIONS: Metformin therapy may reduce the high risk of
cardiovascular events in pre-DM patients by reducing coronary
endothelial dysfunction

Sardu et al. Diabetes Care 2019;42:1946-1955



Metformin giam nguy cg bién cé tim mach &
BN tién DTP

Nghién ciru CODYCE 2 nam (N=258)
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% thay dbi trung binh lwu lwong mau mach vanh MACE tai thang th& 6, 12 va 24 theo déi.
¢ 3 nhom
*p<0,05, BH binh thwong so voi nhom tién BTD
**p<0,05, nhém tién BDTD so v&i nhém tién‘ BTD s&r dung metformin
Sardu et al. Diabetes Care 2019;42:1946-1955 ***p<0,05, PH binh thwong so véi nhém tien BDTD st dung
metformin



1. BMI 223 kg/m?2 kém 1 trong cac y&u Glucose huyét twong déi 5,6 — 6,9 mmol/L
to: ‘A .
. . e Nghiém phap dung nap glucose 7,8 —-11,0 mmol/L
« Nguai than truc hé mac bTb = ATELE SR /
« Tién s bénh tim mach do xd vira HbAlc 5,7-6,4%

dong mach/ THA/ rdi loan lipid

* HC bubng triing da nang XN tdm sodt mbi nam - .
- It hoat déng thé Iuc co Phau thd""?t cat da
Béo phi nang, dau gai den . ay

BMI 2 35 kg/m? >
2 Tién s BDTD thai ky Re L a
3. Tudi = 45 ) HOi chan chuyén khoa
KHONG
XN tdm sodt mdi 1-3 ndm v r— TP
ay doi Ioi son
+ BMI > 25 kg/m? A —————
Muc tiéu diéu tri . Tudi <60 KHONG _  Tiét thuc, tap thé duc,
« Tién s DTD thai ky giam can thua
v AlERLE =0, 7 + RLGHD + RLDNG
« Giam 3-7% can nang . £
« Eo: nt <80cm, nam<90cm VULE LG
« Van dong = 30 phut/ngay, =5 coO
ng?y/tu‘én
« Kiém soat nguy cd tim mach

s prigey’ - coO A, .
« B hat thudc 14 METFORMIN < Thattrb:g:-\Zau 3

* Mat trong cac nguy cd khac: Liéu: khdi dlém 500mg/ngéy, toi da
v HbAlc >6%, 2000mg/ngay
vTHA, Giam liéu hoac dirng thu6c néu: Duy tri 10i sGng
v’ HDL th&p (<0,9 mmol/L), + BMI <23 va HbAlc <5,7% khoe manh
triglyceride cao (>2,52 + Tac dung phu nhiéu
mmol/L)

v'Tién st gia dinh dai thdo dudng



Tién DTD: xtr tri

« Can thiép thay do6i 16i séng
— Luyéntap

— An udng lanh manh: Mediterranean diet, ting chat so, giam
trans fat

— Ngung hat thudc
— Khéng udng bia rwgu hodc udng diéu do
e Quyét dinh dua trén y kién ctiia bénh nhan. Tiép cdn nhém
* Thudc
—  Can nhac dung thudc khi m&rc GH gan v&i mirc chan doan BTD
hodc rong mot so tinh hudng dac biét

— Kié’m,soét cac bénh ly di kem: thua can, béo phi, tang huyét
ap, roi loan chuyén hoa



Ca lam sang

Ong H cé Hoi chirng chuyén hda (tdng huyét ap tang triglycerid , RL glucose huyét déi )
bénh nhan tang nguy co tim mach, tham chi albumin niéu

Tiép can hop ly:

Luyén tap (di bo it nhat 30 phat/ngay hodc twong duong)

Giam mudi trong khau phan, &n it nhat 30 gam chat xo/ngay ( chon rau nhiéu mau sac da
dang)

Thudc chira tang huyét ap : ACE inhibitor hodc ARB (néu ho) dwgc wu tién

Lipid : Triglycerides (TG) rat cao

Nguyén nhan tang TG thuwong gap la rugu, song tinh tai, udng nhiéu dwong va fructose .
Bénh nhan dwoc khuyén chi an trai cy 2 suat/ngay, khéng uéng nudc ngot, nudc trai cay,
khéng an duong tinh ché va thirc an chién nhiéu dau mé&

.Ong H cling dwoc khuyén nén gidm can

Ong H dong y dung thudc diéu tri THA vi so bj dot qui, 6ng hira s& thay d6i cach &n uéng va
c6 gang di bd moi ngay.

Ong khong déng y dung thudc phong nglra BTD vi chua bi BT






