Kiém soat duwdng huyét tich cuc
co giup lam giam nguy co cac
bién ¢c6 mach mau lon
va tr vong tim mach?
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Theo IDF 2010

2010 2030 (dw bao)
Bénh dai thao dwong

. Ty lé 66%  7.8%

SO nguwdi mac bénh 285 438
(trieu nguoi)

IGT

. Ty 16 79%  8.4%

SO nguwdi mac bénh 344 A72




Vascular disease begins early ...

Insulin resistance precedes overt
hyperglycemia or diabetes

Insulin resistance A g 1t fe el
Khang Insulin tang nguy cc bénh ly tim mach
- Trén bénh nhan dai thao dudng bién chirng tim
/ mach xay ra tu rat s6m & giai doan roi loan dung
nap dudng- dé khang Insulin

Dyslipidemia JHypertension
Genetics | VVeight gain IFG | Early diabetes | | ate diabetes

Macrovascular complications Microvascular complications
~ LaSalle JR. Hosp Physician 2005

Advancing age -

Plante & Nadler, Seminars Cardiothoracic NeW|y-dlagnosed dlabetlcs have |

Vascular Anes 2003; 7(3):295-310 vascular disease at presentation ’




Nguy co twong déi NMCT/ddt quy

1

Figure 1. Multivanate relative nsks of MI or stroke according to diabetes
status: the Nurses Health Study 1976=1996. From Hu et al 2
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Khéng BTD Trwgc chdn  Sau chan PTD luc moi
trong subt NC  doan TP doan BDTD vao NC

Copyvnpght @ 2002 Amencan Diabetes Association
From Dnabetes Care Waol. 25 2002, 1129-11 34

|[Feprinted with permission from the Amencan Diabetes Association



Nguyén nhan tir vong trén bn DTD

VIEM PHOI ,
UNG THU Influenza KHAC

4% 9%
BENH TIM
55%

DTD

[ £

Bénh mach mau nao

95-1468. 1995:233-257.




Tang dwong huyét la mot yéu to
nguy co doi voi bénh tim mach

= Tac dung trung binh cua BH
£ ==+ 9506 PLC
£
2 3% 3 -
5 ’ ’ PH=140
~¢ 1 | / =
% 2.5 PH=110 | ,’ 2.5 ,
8 2l RrR=133 ¢’ ) , RR=1.58
S 7 P
2 151 , 15 Re
g -7 . .
-— V4 77 e
3 Ttaeflo-——ce——==—=- 1 e-=="
S 72 90 108 126 144 162 72 108 144 180 216
Z
PH ddi (mg/dL) PH 2 giG sau an (mgldL)

1999:22:233-240.
©1999 American Diabetes Association.




Muc tiéu diéu tri dzlhéo dwong

GIAM BIEN ‘ TIM MACH CUNG '
NHUNG BI ATU VONG TIM MAC
N
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CAU HOI

Diéu tri gidm dwong huyét tich cuc cé
giam bién c6 tim mach va ty |é t&r vong
tim mach khong ?7?

Nghién ctu UKPDS
Nghién ci'u UKPDS theo doi 10 nam
Nghién ctru ADVANCE, ACCORD, VADT

-




CAU HOI
Piéu tri cac yeu td nguy co’ tim mach

khac ngoai on dinh dwdng huyét co ich
lol khong 27

Nghién cuu STENO -2

P



Cac nghién ctru trén bénh nhan BTD

Stop VADT

ADVANCE

NIDDM

Tripod

/ACCORD

FDPS

DPP
| | | | -

Bién chirng mach mau I&




CAU HOI

Diéu tri gidm dwong huyét tich cuc cé
giam bién c6 tim mach va ty |é t&r vong
tim mach khong ?7?

Trén bénh nhan DTD typ 2 mGi chan ddan
Nghién cdu UKPDS

Nc.ghién cuu UKPDS theo doi 10 nam



UKPDS: két qua lam sang =1

Dieu trj tich cwc Dieu tri quy wéc
HbA,..7.0%  So VoI HbA,, . 7.9%
12% 4 Blchirng lién quan DTD P=0.029
16% 4 NMCT P=0.052
25% J Blc mm nhé P=0.0099
21% | Blc day mat P=0.015

Tw vong do moi nguyén nhan NS




UKPDS 80: Theo Doi 10 Nam Sau
(10-year Post-trial Monitoring)

1977-1997 2002 2007

2118 Clinic Questionnaire 1010
Sulfonylurea/lnsulin

Sulfonylurea/lnsulin

880 Clinic Questionnaire 379
LOI SONG LOI SONG

279 136

Metformin

Metformin

Holman RR et al. NEJM



Sulfonylurea/lnsulin vs. Conventional

10+
UKPDS results
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UKPDS: 10-year Follow-up
Legacy Effect of Earlier Glucose Control

Sau thoi gian theo déi trung vi 8.5 nam

Tiéu chi danh gia 1997 2007

Bat ki Bién cb lien hé BTD RRR: 12% 9%
P: 0.029 0.040

Bénh mach mau nho RRR: 25% 24%

p: 0.0099 0.001

Nhoi mau co’ tim RRR: /16% 15%
p: 0.052 0.014




UKPDS: 10-yr Follow-up
Legacy Effect of Earlier Metformin Therapy

Sau thoi gian theo déi trung vi 8.8 nam

Tiéu chi danh gia
Bat ki Bién co lien hé BTD

Bénh mach mau nhd
Nhoi mau co’ tim

To vong chung

RRR = Relative Risk Reduction, P = Log Rank

RRR:
P:

RRR:
P:

RRR:
P:

RRR:
P:

1997 2007
32% 21%
0.0023 0.013
29% 16%
0.19 0.31
39% 33%
0.010 0.005
36% 27%
0.011 0.002




CAU HOI
Piéu tri giam dwdng huyét tich cwe cé

gidm bién cb tim mach va ty I& t& vong
tim mach khong ??

Trén bénh nhan DTD typ 2 [au nam

Nghién cltu ADVANCE, ACCORD, VADT

P



MUC TIEU NGHIEN CUU

Kiém soat PH tich \ \
cuc ?
Kiém soat HA tich v v
cuc ?

\
ILDL-C + |TG +




C

u ACCORD ADVANCE VADT
nh nhan 10,251 11,140 1.791
Tudi (ndm) 62 66 60
c bTD 10 8 115
(nam) N
35 32 40
n(%) )
HbA1c nén (%) 8.1 7.2 9.4
BMI 32 29 31
HbA1c % két thic (T/ < 6.4 % sv 6.3 SV 6.9 sv 8.5

cuwc sv thwong qui

3B et ammJ

7.0

diol. 2007;99:21-33.
008;358:2560-2572.



Cac thuoc Ha dwdng huyét da str dung

ACCORD ADVANCE VADT
Insulin 77% 40% >80 %
Thiazolidinediones
Sulfonylureas 87% 91% 55%

y

Pa so6 phoi hop thudc dé dat muc tiéu dum




ng t C
Két qua ACCORD ADVANCE VADT
Tiéu chuan danh gia NMCT khong TV, BC vi mach+MM NMCT khong TV,
chinh Pot quy khéng TV, | 1&n (NMCT khéng | BQ khéng TV, chét
chét do TM TV, dét quy khéng | do TM, nhap vién do

TV, chét do TM)

suy tim, tai thdng
MM

HR bién c6 tim mach

0.9 (1.01-1.04)

0.94 (0.84-1.06)

0.88 (0.74-1.05)

HR t&r vong
(95% DLC)

1.22 (1.01-1.46)

0.93 (0.83-1.06)

1.07 (0.81-1.42)

Céa 3 NC: Khuynh hwéng gidm bién cb tim mach khéng YNTK

ACCORD tang tlr vong trong nhém kiém soat tich cuc




Két qua lam sang NC ADVANCE

—_——  n=0.01

Bién ¢c6 mm Ion chinh

Bién ¢c6 mm nho chinh

Bat ky

Bénh Ii than

Bénh Ii mat
DT Qui woe | _' _' _' i ek ot on an a DT tich cuc
T4t hon 25-20-15-10 -5 0 5 10 15 20 25 30 35 Tit hon

Giam nguy co tuong doi (%, KTC 95%)
(DT tich cuc sv KS PH theo chuan dia phuong)

ADVANCE Collabérative™Group=N"Engl™J'Me



ADVANCE, ACCORD va VADT

Két qué: Kiem soat BH tich cwc gidm bien ching
mach mau nho c6 y nghia thong ké.
. Két qua khéng giong nhau trén BC tim mach:

— ADVANCE va VADT:
khéng cho thay cé loi ich trén bién c6 mach mau
o

— ACCORD:
cham dit sém vi c6 két cuc bat loi trén t& vong

st




Anh hwéng clia diéu tri tich cwe dwong huyét
lén bién chirng mach mau lon theo HbA1cC

Nghién ctru

UKPDS C6 loi, xuat hién mudn
DCCT/EDIC C6 loi, xuat hién mudn
ADVANCE Khéng giam -
ACCORD Tang t vong -

VADT

Khoéng giam




Anh hwéng cua diéu trj tich cwc BH
|én bién chirng mach mau I&n
theo th®i gian mac bénh BTD

Nghién ctru DTD da lau nam, co6
yéu td nguy co tim
mach

DCCT/EDIC Cé loii

Xuat hién muén
ADVANCE Khong
ACCORD Tang T Vong

VADT ”\r -

Khong




Kiém soat tich cwc dwdng huyét
& bénh nhan BTD typ 2 m&i chan doan

« UKPDS theo dai tiép 10 ndm: nhom kiém soat
dwdng huyét tot ban dau tiép tuc co hiéu qua

giam bién chirng mach mau Ién va tl vong chung.

Gia thuyét vé tri nhé chuyén hoa
Pbudng huyét kiem soat tot sé tiép tuc co Igi vé sau
ROI loan dudng huyét kéo dai sé ton thucng cd quan lau dai




Tri nhé chuyén hoéa

» Gia thuyét "Tri nh& chuyén héa" dwoc dwa
ra boi Brownlee (Nature 2000) vi nhiéu
nha nghlen clru cho biét sw san sinh qua
mucC cac goc tr do, dac biét la cac anion
02, tao nén cac moi lién quan thong nhat
glwa tang dwong huyet & cac bién chirng
cua DTD. Dong thol cling da Chwng minh
dwoc cac chat chong oxy hoéa it nhat ciling
gop phan dang ké lam han ché céac bién
chirnhg cua bénh trén thwc nghiém & trén

lam sang.



HA PUONG HUYET TICH CUC




GIA THUYET

C6 thé do bién cb ha dwdng huyét qua nhiéu lam tang ti vong.

% ACCORD % ADVANCE
18 18
16,2
16 - 16 |
14 - 14 -
12 - 12 |
10 - 10 |
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Nghien ctru ADVANCE

Kiém soat bH HbA - (%)
Tich cwc UlSearfs
quy
Khéi diém 7.5 7.5 ] -0.67%*
Két thuc 6.5 7.3 (p<0.001)

Ty lé ha dwong huyet nang hay

can nhap vién thap

Nang (%) 2.7 1.5

Cén nhap vién (%) 1.1 0.7 (p=0.04}

ADVANCE Collaborative Group. N Engl



Events

Major macrovascular events
Unadjusted model
Adjusted model

Major microvascular events
Unadjusted model
Adjusted model

Death from any cause
Unadjusted model
Adjusted model

Cardiovascular disease
Unadjusted model
Adjusted model

MNoncardiovascular disease
Unadjusted model
Adjusted model

Respiratory system events
Unadjusted model

=> Tang nguy co’ cac bién co tim mach

Severe MNo Severe
Hypoglycemia Hypoglycemia

(M=231) (M=10,909)
no. of patients with events (94)
33 (15.9) 1114 (10.2)
24 (11.5) 1107 (10.1)
45 (19.5) 986 (9.0)

22 (9.5) 520 (4.8)
23 (10.0) 466 (4.3)

18 (8.5) 656 (6.0)

Hazard Ratio (95% CI)

4.05 (2.86—5.74)
3.53 (2.41-5.17)

2.39 (1.60—3.59)
2.19 (1.40—3.45)

4.86 (3.60—6.57)
3.27 (2.29-4.65)

4.87 (3.17-7.49)
3.79 (2.36—6.08)

4.82 (3.16-7.35)
2.80 (1.64—4.79)

3.23 (2.02-5.17)

va tlr vong & nhdm co ha dwérng huyét nang.

Unadjusted mode
Adjusted model

0.1

1.0

’ . =1 = i
2.11 (0.65—6.82)

LIS Severe Hypoglycemia and Risks of Vascular Events and Death

Sophia et al, N Engl J Med 2010;363:1410-8.




Nghién ctru ACCORD

B/c ha dwérng huyét  Nhém diéu tri Nhém diéu tri
ning ' tich cwc n (%) quy wée n (%) P
Can tro giup 830 (16.2) 261 (5.1) <0.001

Can nhap vién 538  (10.5)| 179 (3.5) | <0.001

Ty 1& ha dwdng huyét nang & nhom diéu tri tich cuc
cao hon nhom diéu tri thwong quy.

Ty & ha dworng huyét cao & ca hai nhom diéu tri.



ACCORD ,
ha dwong huyeét va ttr vong

DH quy woc DH tich cuc HR
(n=175 (n=528 o
c6 bién cb) c6 bién cb) (95% CI)

1.0% / year 1.3% / year

Khong ha DH

Ha dwong huyet nang tang nguy co tir vong
e canhom tich cwe (2.8 vs 1.3%/yr) va
2l nhom thwong quy (4.9 vs 1.1% / yr) so VO

" nhom khdng ha dwdng huyét nang.

1.24




Nenign ey GUIDE

GlUcosa caontrol in tyoa 2 dlaoatas: Dizmicron R vs glimzoiricl=)
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non-inferiority test, P << 0-0001.




Neriign ¢ty GUIDE

GlUcos2 conirol in typz 2 dfapzias: Dizunicron R vs glimZpirids)
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CAC NGHIEN CU'U PHAN TICH GOP VE
KIEM SOAT BUONG HUYET TICH CUC
VA BIEN CHUNG TIM MACH

T



Articles

Effect of intensive control of glucose on cardiovascular h
outcomes and death in patients with diabetes mellitus:
a meta-analysis of randomised controlled trials

Kausik K Ray, Sreenivasa Rao Kondapally Seshasai*, Shanelle Wijesuriya®, Rupa Sivakumaran®, Sarah Nethercott®, David Preiss, Sebhat Erqou,
Naveed Sattar

Summary
Background Whether intensive control of glucose reduces macrovascular events and all-cause mortality in individuals Lancet 2009;373:1765-72

with type 2 diabetes mellitus is unclear. We undertook a meta-analysis of randomised controlled trials to determine see Editorial page 1735

NC1: Nhém tac gia Anh (Lancet 5-2009)

Lancet 2009; 373:1765-72
5 nghién ctru: UKPDS, PROactive, ADVANCE, ACCORD, VADT




REVIEW

Annals of Internal Medicine

Systematic Review: Glucose Control and Cardiovascular Disease in

Type 2 Diahetes

Tanika N. Kelly, PhD; Lydia A. Bazzano, MD, PhD; Vivian A. Fonseca, MD; Tina K. Thethi, MD; Kristi Reynolds, PhD; and Jiang He, MD, PhD

Background: Results from clinical trials examining the effect of
intensive glucose control on cardiovascular disease have been
conflicting.

Purpose: To summarize clinical benefits and harms of intensive
versus conventional glucose control for adults with type 2 diabetes.

Data Sources: Studies were retrieved by systematically searching
the MEDLINE database (January 1950 to April 2009) with no
language restrictions.

Study Selection: Two independent reviewers screened abstracts or

trol, intensive glucose control reduced the risk for cardiovascular
disease (relative risk [RR], 0.90 [95% Cl, 0.83 to 0.98]; risk differ-
ence per 1000 patients per 5 years [RD], —15 [Cl, —24 to —5]) but
not cardiovascular death (RR, 0.97 [Cl, 0.76 to 1.24]; RD, —3 [CI,
—14 to 7]) or all-cause mortality (RR, 0.98 [CI, 0.84 to 1.15]; RD,
—4 [CI, —17 to 10]). Intensive glucose control increased the
risk for severe hypoglycemia (RR, 2.03 [CI, 1.46 to 2.81]; RD,
39 [CI, 7 to 71]). As was seen in the overall analyses, pooled
findings from the early and more recent trials showed that
intensive glucose control reduced the risk for cardiovascular
disease and increased the risk for severe hypoglycemia.

NC2: Nhém tac gia New Orleans — My (7-2009)

Ann Intern Med 2009:151:394-403

4 nghién ciru: UKPDS, ADVANCE, ACCORD, VADT




Diabetologia (2009) 52:2288-2298
DOI 10.1007/500125-009-1470-0

META-ANALYSIS

Intensive glucose control and macrovascular outcomes
in type 2 diabetes

F. M. Turnbull - C. Abraira - R. J. Anderson « R. P. Byington + J. P. Chalmers «
W. C. Duckworth - G. W. Evans « H. C. Gerstein « R. R. Holman - T. E. Moritz -
B. C. Neal - T. Ninomiya « A. A. Patel - S. K. Paul + F. Travert - M. Woodward

Received: 18 June 2009 /Accepted: 19 June 2009 /Published online: 5 August 2009
© Springer-Verlag 2009

NC3: Nhém tac giad Uc (thang 8 -2009)
Diabetologia 2009;52:2288-98

4 nghién ciru: UKPDS, ADVANCE, ACCORD, VADT




Két qua tir 3 NC meta-analysis
kiém soat DH tich cuwc

Tiéu chi Ray. Lancet |Kelly. Ann Turnbull.
2009 Intern Med. Diabetologia
(NC 1) 2009 (NC 2) 12009 (NC3)

NMCT khéng | OR=0.83 HR=0.85

te vong (0.75-0.93) (0.76-0.94)

Bénh MV OR=0.85 RR=0.89
(0.77-0.93) (0.81-0.96)

Bién co MM RR=0.9 (0.83- |HR=0.91

Ion 0.98) (0.84-0.99)

giam cO Yy nghia tho




Két qua tir 3 NC meta-analysis

Tiéu chi Ray. Lancet Kelly. Ann Turnbull.
2009 Intern Med. Diabetologia
NC1 2009 (NC2) 2009 (NC 3)
Dot qui OR=0.93 RR=0.98 HR=0.96
(0.81-1.06) (0.86-1.11) (0.83-1.1)
Suy tim RR=1.01 HR=1
(0.89-1.14) (0.86-1.16)
Tw vong tim RR=0.97 HR=1.10
mach (0.76-1.24) (0.84-1.42)
Tw vong moi | OR=1.02 RR=0.98 HR=1.04
nguyeén (0.87-1.19) (0.84-1.15) (0.9-1.2)

Giam khong y ngH’ia t




Kiém soat DH va BC tim mach

nc3

meta-analysis: phan tich nhdm nho

MNumber of patients/events

: Favours Favours Hazard ratio p value for te
Pre-specified .
More Less more less (95% CI) of difference
subgroups _ _ _ _ . : : i
mntensive intensive intensive inEensive
I
History of macrovascular disease
Present 3.074/555 3.047/544 - 1.00 {0.89—1.13)
0.0
Absent 10, 346/630 2. 782/632 - 0.84 (0.75—0.94)
History of microvascular disease
Presant 1.523/222 1.505/223 . 1.02 (0.85-1.23)
.19
Absant 12 554040 108915917 * 0,89 (L8] —-0.98)
I I
0.5 1.0 2.0

Hazrard ratio {95 % C
Gidm co y nghia bién cb tim mach nang (chét do TM, NMCT va dot quy
khong ttr vong'trong nhém BN chwaice BC MM I1on)

MACE= CVD, non-fatal MI, non-fatal Stroke T,rnbull et al. Diabetologia 2008



ADVANCE: khuynh hwéng tich cuc

doi véi tir vong chung va tir vong tim mach

T vong moi NN

ACCORD
ADVANCE
UKFPDS

VADT

Crwverall

ACCORD

ADVANCE
LUKFPDS

VADT

Overall

257 (1.41)
4098 (1.86)
123 {0.13)

102 {2.22)

R0

T vong tim mach

135 (0.79)
253 (0.95)
71 (0.53)

38 (0.83)

497

203 (1.14)
533 (1.99)
53 (0.25)

95 (2.06)

BE4

b4 {0.56)
289 (1.O8)
29 (0.52)

29 (0.63)

441

—1.01
-0.72
—0.66

—1.16

—0.58

- 1.01

-0.72

— .66

—1L.1a

—0.58

9

kL

NC3

[.22(1.01-1.46)
0.93 (0.83-1.06)
0.96 (0.70-1.33)
LOT(0.8]1-1.42)

1.04 {0.90—1.20)
(=571, p=0.13, '=47.5%)

135 (1.04-1.76)
0088 (0.74-1.04)
.02 (D.66—1.5T)

[32(0.21-2.14)

110 (0.84—1.42)
(O=8.61, p=0.04, ’=65.1%)

Turnbull et al. Diabetologia 2009



Két luan tlr 3 meta-analysis

- C0 bang chirng vé lgi ich cla kiém soat duwong
huyét tich cwc trén:

— Bénh tim mach
— Nhoi mau co tim khéng t&r vong
— Bénh mach vanh

« Khdng ¢ loi ich cia kiém soat dworng huyét
tich cwc trén:

— DOt quy
— T vong do nguyén nhan tim mach

n n




NOI DUNG

Diéu tri cac yéu td nguy co tim mach khac
ngoai 6n dinh dwdng huyét co ich Igi khong ??

Nghién cuu STENO -2

wluleizierorlz)] trearyandor) nd Czrdiovziset ]
Dis=zsa I Patlants witn Ty ,):) 2 Dy
( SRaM) 2 ) PetepGaede et al.LEIM@003; 348:383-393




STENO 2

+ Nghién ctru phan nhém ngau nhién, danh gia
cac tdc dong trén bénh tim mach khi diéu tri
tich cwc da yéu té cho bénh nhan BTD typ 2 c6
vi dam niéu.

* 160 bénh nhan theo doi trong 7,8 nam.

. Diéu tri: ché dd an, tap luyén, UCMC/UCTT,
bo sung vitamin, 150mg ASA, kiém soat chét
duwong huyét, huyét ap & lipid mau.

m



Muc tiéu diéu tri

Piéu tri Piéu tri
el truyén théng tich cuc
U el 1993- | 2000- | 1993- | 2000-
1999 | 2001 1999 | 2001
Huy&t ap tam thu (mmHg) <160 | <135 | <145 | <7130
Huyét ap tdm truong (mmHg) <95 <85 <85 <80
HbA1c (%) <75 | <65 | <6.5 | <6.5
Cholesterol toan phan (mg/dl) <250 | <190 | <190 | <775
Triglycerides toan phan <195 | <180 | <150 | <750
Piéu tri véi UCMC bat ké muirc huyét ap | Khong | C6 C6o Co
(mg/dl)
Piéu tri véi aspirin
Cho BN c6 thiéu mau co tim cuc bo Co Co Céo C6
Cho BN c6 bénh MM ngoai bién Khéng | Khéng Co Co
““I"  Cho BN khong c6 BMV /Bénh MM “{“Khéng | Kh
ngoai bién




STENO-2: Ttr Suat & Bién C6 Tim Mach

o P=0.007 Thu’(‘jng quy
o

19

3 Hazard Ratio=0.47

@ ‘ 53%
B Q NNT = 5 bn ngura 1

¢ B bién co tim mach
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003;348:383-393.



Két luan

» Kiém soat dudng huyét trén BN dai thao dwong
typ 2 tich cuwc cé thé giam

- Bién chirng mach mau nhé

- Bénh mach vanh va nhdi mau co’ tim.

« Muc tiéu HbA1c 6.5 - 7% van phu hop da s
bénh nhan. Muc tieéu HbA1c phu hop nén tuy
theo dac diém va bénh ly cua ttrng bénh nhan.

¢ Co thé dat duwoc muc tiéu kiémrsoét tot dwong
huyét bang phoi hgp nhiéu thudc.

'——wv—



Két luan

* Nhém bénh nhan DTD lau (8-10 nam), co nguy
co cao tim mach, BN lon tudi (> 60) : chon muc
tieu HbAlc qua thap (6% - 6.5%) khong lam giam
nguy co bién chirng hay tlr vong tim mach.

Chu y cac nguy co ha dudng huyét.

. E)leu tri tot dwo’ng huyét cang s&m ngay khi méi
chan doan cang tot.

. Piéu tri bénh nhan DTD nén chu y diéu trj toan
dién tat ca cac yéu to nguy co tim mach khac.
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XIN CAM ON SU CHU Y
CUA TOAN THE DPAI BIEU
HOI NGHI
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