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Diabetes is defined by its association with hyperglycemia-
specific microvascular complications; however, it also im-
parts a two- to fourfold risk of cardiovascular disease
(CVD). Although microvascular complications can lead to
significant morbidity and premature mortality, by far the
greatest cause of death in people with diabetes 1s CVD.

Results from randomized controlled trials have demon-
strated conclusively that the risk of microvascular compli-
cations can be reduced by intensive glycemic control in
patients with type 1 (1,2) and type 2 diabetes (3-5). In the
Diabetes Control and Complications Trial (DCCT), there
was an =60% reduction in development or progression of
diabetic retinopathy, nephropathy, and neuropathy between
the intensively treated group (goal AIC <6.05%, mean
achieved A1C =7%) and the standard group (A1C ==9%)
over an average of 6.5 years. The relationship between
glucose control (as reflected by the mean on-study AlC
value) and nisk of complications was log-linear and extended
down to the normal A1C range (<6%) with no threshold
noted.
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In the UK Prospective Diabetes Study (UKPDS), partic-
ipants newly diagnosed with type 2 diabetes were followed
for 10 years, and intensive control (median A1C 7.0%) was
found to reduce the overall microvascular complication rate
by 25% compared with conventional treatment (median
A1C 7.9%). Here, too, secondary analyses showed a con-
tinuous relationship between the risk of microvascular
complications and glycemia e:ctendmg into the normal
range of A1C, with no glycemic threshold.

On the basis of these two large controlled trials, along
with smaller studies and numerous epidemiologic reports,
the consistent findings related to microvascular nisk reduc-
tion with intensive glycemic control have led the American
Diabetes Association (ADA) to recommend an A1C goal of
< 7% for most adults with diabetes (6), recognizing that
more or less stringent goals may be appropriate for certain
patients. Whereas many epidemiologic studies and meta-
analyses (7,8) have clearly shown a direct relationship
between A1C and CVD, the potential of intensive glycemic
control to reduce CVD) events has been less clearly defined.
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Introducao

DCCT

o ~60% de reducao de complicagcbes microvasculares
entre o grupo de controle intensivo (HbA1c ~7%) e o
grupo padrao (HbA1c ~9%).

o Seguimento de 6,5 anos.

UKPDS

0 ~25% de reducao de complicagcdes microvasculares
entre o grupo de controle intensivo (HbA1c ~7%) e o
grupo padrao (HbA1c ~7,9%).

o Seguimento de 10 anos.



Introducao

DCCT — EDIC

o 9 anos de seguimento da coorte.

o 57% de reducdo no risco de |IAM nao fatal, AVE ou
morte por doencas CV no grupo de tratamento
iIntensivo em relacao ao padrao.

ACCORD, ADVANCE E VADT



Protocol for glycemic control {I vs. 5)=
Management of other risk factors

On-study charactertstics
Madian duratlon of Tollow-up (yoars)
Achleved median A1C (%) (I vs. 5)*
On Insulln at study and (%) (1 vs. S)*
0n TZD at study end (%) {1 vs. 5)*
On stathn at study end (%) (1 vs. Sp*
On aspirin at study end (%) (I vs. 5)*
Smokers at study end (%)

Mean biood pressure at study end (mm HE)

Intensive glycemic control arm

Standard ghycamic control arm
Welgnt changes (kg)

Intensive glycemic control arm

Standard glycemic controf arm

Multipie drugs In both arms

Embedded Hlood pressure and

lipid trials

3.5 (terminated early)

6.4 Vs 7.5
TT ¥5. 55*
91 vs. 58*
88 vs. 88*
TG V8. 76
10

126/67
127/68

+3.5
+0.4

Multiple drugs added to gliciizide vs.

multiple drugs with no giclizlos
Embedded blood pressure trial

6.3 vs. 7.0
40 vs. 24
R i
45 vs. 48
57 vs. 55

136/74

138,74

—0.1
-1.0

ACCORD ADVANCE VADT
Participant characterstics

n 10251 11.140 1.791

Mean age (years) 62 66 &0

Duration of diabetes (years) 10 8 11.5

Sex (% male, famale) 39,61 42,58 97/3

History of CVD (%) 35 32 40

BMI (Kg/'m?) 3z 28 a1

Median baseline A1LC (%) 81 72 0.4

On Insulln at baseline (%) 35 15 52
Protocol characterlstics

A1C goals (%) {1 vs. 5)* <6.0 ¥5. 7.0-7.9 6.5 ¥5. “based on local guldelines” <&.0 {action It 6.5 vs. plannad

separation of 1.5

Multiple drugs In both arms

Protocol for Intensive treatment

In both arms

B.G

6.9 s 8.5
B9 vs. T4
53 vs. 42
B4 vs. 83
B vs. BB

127/68

125,69

+7.8
+34




CONT

ACCORD

ADVANCE

VADT

Savere hypoglycemia (particlpants with one or
more episodes during study) (%)

Intensive glycemic control arm
Standard glycemic control am
Qutcomes
Definitlon of primary cutcome

HR for primary outcome (95% Cl)

HR for mortality indings (95% CI)

162
51

Nonfatal ML, nonfatal stroke,

CVD geath

0.90 {0.78-1.04)

1.22 (1.01-1.45)

27
15

Microvascutar j:lllilE- macrovascular
(nonfatal MI, nontatal stroke,
CVD death) outcomes

0.9 (0.82-0.98); macrovascular
(.94 (0.84-1.06)

0,93 {0.83-1.06)

212
0.9

Nonfatal M1, nonfatal siroke,
CVD death, hospitalization for
heart fallure, revascuiarization

0.88 {0.74-1.05)

1,07 (0.81-1.42)




‘ Quais Sao as Potenciais Explicacoes para o
Aumento da Mortalidade CV no Grupo de

Controle Glicémico Intensivo no Estudo

ACCORD?

= Hipoglicemia

= Ganho de peso

= Efeitos adversos ou interacoes medicamentosas
= “Intensidade” da intervencao




Porque Nenhum destes Trals Consegue Mostrar

Beneficio do Controle Glicémico Intensivo em
Relacao a Destechos CV em DM Tipo 2 — em

Contraste a Muitos Estudos Epidemiologicos e o
DCCT - EDIC?

Os outros fatores de risco
Os niveis de HbA1c
A duracao do DM e a doenca CV estabelecida

Efeitos colaterais

o Hipoglicemia

o Ganho de peso

o Outras alteracoes metabdlicas




Implicacoes para a Pratica Clinica

Doenca microvascular
2 HbA1c < 7%, para DM tipos 1 e 2.

Doenca macrovascular

o HbA1c < 7%, nos anos logo apos o diagnostico de
DM.



Implicacoes para a Pratica Clinica

Grupos individualizados

o Beneficio microvascular com valores de HbA1c mais
baixos, proximos do normal, para individuos com
menor duracao do DM, maior expectativa de vida e
doenca CV de pequena importancia.

o Metas glicémicas mais flexiveis para pacientes com
historia de hipoglicemia severa, baixa expectativa de
vida, complicacoes micro e macrovasculares
avancadas, multiplas comorbidades ou DM de longa
duracao, nos quais as metas sao dificeis de ser
atingidas.

Controle da PA, estatinas, AAS, cessacao do
tabagismo e mudancas no estilo de vida.



