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Objectivos glicémicos em adultos
(mulheres ndo gravidas)

A1C <7.0% - Objectivo global

Valores inferiores

Se nao houver risco de hipoglicemias e
v Diabetes com poucos anos de evolucao
v Expectativa de vida longa

v Auséncia de doenca cardiovascular

Diabetes Care. 2011; 34 (suppl 1):S11-S61.
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Objectivos glicémicos em adultos

(mulheres ndo gravidas)

A1C <7.0% - Objectivo global

Valores superiores

Risco de hipoglicémias

Expectativa de vida limitada
Complicacdes micro ou macrovasculares avancadas
Comorbilidades associadas importantes

Diabetes de longa evolugao

Diabetes Care. 2011; 34 (suppl 1):S11-S61.
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Relacao entre a HbA1C e a glicémia média
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Ensaio UKPDS

3867 diabéticos diagnosticados de novo

|dade média de 54 anos

Sulfonilureias ou Insulina Metformina nos obesos
Reducao de Risco Valor do p

Qualquer end-point J 32% 0.0023
relacionado com a

diabetes

Mortes relacionadas J 42% 0.017
coma DM

Mortalidade global J 36% 0.001
Enfarte do Miocardio  {, 39% 0.01

No UKPDS, o controlo intensivo com Metformina em DM tipo 2 com
excesso de peso reduziu a HbAlc em 0.6% ao longo de 10 anos.

Lancet 1998:352:837-853



Objectivos glicémicos em adultos

(mulheres n&o gravidas)

Al1C

Glicémia jj 70-130 mg/dl
Glicemia pp (1-2 h pp) < 180 mg/dI

Diabetes Care. 2011; 34 (suppl 1):S11-S61.



Contributo da glicémia em jejum e posprandial para a
HbA1C em diabéticos tipo 2
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Resposta fisioldgica a ingestao de hidratos de carbono
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Mecanismo de ac¢ao dos inibidores da DPP-4
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Terapéutica hipolipemiante em diabéticos
Objectivos terapéuticos

Em individuos sem evidéncia de DCV

Objectivo primario:
 LDL<100 mg/dl (nivel de recomendacéao A)

Com idade > 40 anos
« Estatina para conseguir uma reducao de 30-40% das LDL
independentemente do valor basal (nivel de recomendacéo A).

Com idade < 40 anos (Mas com risco cardiovascular elevado)
« Adicionar uma estatina se nao atingirem os valores lipidicos alvo
com a modificacao do estilo de vida (nivel de evidéncia C)

Diabetes Care. 2011; 34 (suppl 1):S11-S61.



Prevencao primaria com antiagregantes plaquetarios ‘

AAS (75-150 mg/dia)

v
v
v

Homens >50 anos

Mulheres >60 anos

Com um factor de risco major adicional

Historia familiar de DCV
HTA

Tabagismo

Dislipidemia
Albuminuria

Diabetes Care. 2011; 34 (suppl 1):S11-S61.



Intervencao multifactorial na Diabetes

Modificagao do Controlo da Controlo da Antiagregacao
estilo de vida Pressao arterial dislipidemia JELIEEIE]

Macrovasculares Microvasculares

N Engl J Med 2008; 358:580-591



Reducao de todos os end-points relacionados com a Diabetes

Controlo tensional Controlo glicéemico
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= Less tight blood
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Mortalidade global e HbA1c por decis em diabéticos em fungao
do regime terapéutico (Metanalise)

Insulina

Sulfonilureias e Metformina
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NGLAND JOURNAL of A

Glucose Control and Vascular Complications
in Veterans with Type 2 Diabetes

0 0., T
, 21 M.D., Peter D. R
Ph.D., Jennifer M . M.D., Stephen N
tuart R. Warren, ).D., Pharm.D
P.H., Mary Ellen Vitek, W
and Grant D. Huang, M.P.H., Ph.D., for th

BACKGROUND
The effects of intensive glucose control on cardiovascular events in patients with long-
standing type 2 diabetes mellitus remain uncertain.

METHODS
We randomly assigned 1791 military veterans (mean age, 60.4 years) who had a sub-
optimal response to therapy for type 2 diabetes to receive either inten
dard glucose control. Other cardi actors were treated uniformly. The
mean number of yi s 11.5, and 40%% of the pa-
vascular event. The goal in the intensive-therapy group
was an absolute reduction of 1.5 percentage points in the glycated hemoglobin level,
as compared with the standard-therapy group. The primary outcome was the time
from randomization to the first occurrence of a major cardiovascular event, a com-
pos scular causes, congestive
heart failure, surgery for ary disease, and ampu-
tation for ischemic gangrene.

€ Or Sk

RESULTS

The median follow-up was 5.6 years. Median glycated hemoglobin levels were 8.4%
in the standard-therapy group and 6.9% in the intensive-therapy group. The primary
outcome occurred in 264 patients in the standard-therapy group and 235 patients
in the intensive-therapy group (hazard ratio in the intensive-therapy group, 0.88; 95%
confidence interval [CI], 0.74 to 1.05; P=0.14). There was no significant difference
between the two groups in any component of the primary outcome or in the ra
death from any cause (h:

ences between the two groups were for microvascular complications. The
 hypoglycemia, were 17.6% in the standard-ther-
apy group and 24.1% in the intensive-therapy group.
CONCLUSIONS

CTo-

).01).

NE J MED 360i2 NEJM.ORG  JANUARY &, 2009

The New England Journal of Medicine
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Evolucao da HbA1c meédia ao longo do estudo
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No. at Risk
Standard therapy 899 727 707
Intensive therapy 892 3 706 692

N Engl J Med 2009;360:129-39.



O inicio tardio de tratamento intensivo em diabéticos tipo 2 mal controlados
nao influenciou as taxas de eventos CV major, morte ou complicagdes
microvasculares, a excepc¢ao da progressao da albumindria

B Death from Cardiovascular Causes C Death from Any Cause
1.
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py 899 770 693 637 570 471 240 55 Standard therapy 899 833 797 767 724 635 320 75 Standard therapy 899 836 801 772 727 637 32 76 0
e py 892 774 707 639 582 510 252 62 Intensive therapy 892 828 786 746 713 646 337 85 erapy 892 832 791 752 720 650 341 86 0
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Effects of Intensive Glucose Lowering in Type 2 Diabetes

The Action to Control Cardiovascular Risk in Diabete

BACKGROUND

Epidemiologic studies have shown a relationship between glycated hemoglobin
levels and cardiovascular events in patients with type 2 diabetes. We investigated
whether intensive therapy to target normal glycated hemoglobin levels would reduce
cardiovascular events in patients with type 2 diabetes who had either established
cardiovascular disease or additional cardiovaseular risk factors.

METHODS

In this randomized study, 10,251 patients (mean age, 62.2 years) with a median gly-
cated hemoglobin level of 8.1% were assigned to receive intensive therapy (targeting
a glycated hemoglobin level below 6.0%) or standard therapy (targeting a level from
7.0 to 7.9%). Of these patients, 38% were women, and 35% had had a previous car-
diovascular event. The primary outcome was a composite of nonfatal myocardial
infarction, nonfatal stroke, or death from cardiovascular causes. The finding of
higher mortality in the intensive-therapy group led to a discontinuation of intensive
therapy after a mean of 3.5 years of follow-up.

RESULTS

At 1 year, stable median glycated hemoglobin levels of 6.4% and 7.5% were achieved
in the intensive-therapy group and the standard-therapy group, respectively. During
follow-up, the primary outcome occurred in 352 patients in the intensive-therapy
group, as compared with 371 in the standard-therapy group (hazard ratio, 0.90;
95% confidence interval [CI], 0.78 to 1.04; P=0.16). At the same time, 257 patients
in the intensive-therapy group died, as compared with 203 patients in the standard-
therapy group (hazard ratio, 1.22; 95% CI, 1.01 to 1.46; P=0.04). Hypoglycemia
requiring assistance and weight gain of more than 10 kg were more frequent in the
intensive-therapy group (P<0.001).

CONCLUSIONS

As compared with standard therapy, the use of intensive therapy to target normal
glycared hemoglobin levels for 3.5 years increased mortality and did not signifi-
cantly reduce major cardiovascular events. These findings identify a previously
unrecognized harm of intensive glucose lowering in high-risk patients with type 2
diabetes. (ClinicalTrials.gov number, NCT0000062

N ENGL | MED 358,24 WWW.NEJM.ORG JUME 12, 2008
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Table 2. Prescribed Glucose-Lowering Drugs.*
Drug Class and Name Intensive Therapy (N=5128) Standard Therapy (N=5123)
no. of patients (%) person-years no. of patients (%) person-years
Single class
Metformin 4356 (94.7) 14,444 4452 (86.9) 12,693
Secretagoguet 4443 (36.6) 12,021 3779 (73.8) 10,059
Glimepiride 4010 (78.2) 9,142 3465 (67.6) 8,955
Repaglinide 2574 (50.2) 4,447 908 (17.7) 1,293
Thiazolidinediones: 4702 (91.7) 12,844 2986 (58.3) 6,719
Rosiglitazone 4677 (91.2) 12,639 2946 (57.5) 6,563
a-Glucosidase inhibitorf 1191 (23.2) 941 263 (5.1) 200
Incretin 911 (17.8) 566 251 (4.9) 175
Exenatide 622 (12.1) 415 204 (4.0) 155
Any insulin 3965 (77.3) 11,902 2837 (55.4) 7,842
Any bolus insulin 2834 (55.3) 6,806 1794 (35.0) 4336
Combination of classes
No. of classes without insulin
lor2 2798 (54.6) 2,011 3224 (62.9) 6,612
3 3030 (59.1) 3,681 1631 (32.8) 2,545
40r5 539 (10.5) 332 109 (2.1) 67
No. of classes with insulin
0 916 (17.9) 829 892 (17.4) 1,495
lor2 3311 (64.6) 6,603 2375 (46.4) 5,284
3 2668 (52.0) 4,126 834 (16.3) 1,027
4or5 526 (10.3) 344 64 (1.2) 36

* Metformin, glimepiride, repaglinide, rosiglitazone, acarbose, and exenatide were provided by a study-supervised formulary.
Patients could receive more than one medication or combination of medications and may therefore be counted in more
than one category. All individual medications that are listed were prescribed to at least 10% of patients in either group.

T Patients received glimepiride, glyburide, gliclazide, repaglinide, or nateglinide.

I Patients received rosiglitazone or pioglitazone.

§ All the patients in this category received acarbose except one who received miglitol.

9§ Patients received exenatide or sitagliptin.

N Engl J Med 2008;358:2545-59.



Evolucao da HbA1c nos dois grupos de intervencao
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N Engl J Med 2008;358:2545-59.



A terapéutiva intensiva aumentou a mortalidade

B Death from Any Cause
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No. at Risk

Intensive therapy 5128 4972 3250 1748 523 506
Standard therapy 5123 4971 3180 1642 499 480

N Engl J Med 2008;358:2545-59.
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Metodos de avaliacao da funcao renal

Tabela 5. Métodos para avaliar funcao renal

Meétodo Situagao para uso

Equacao do MDRD study Nefropatia diabética
IRC em pacientes de meia-idade
Negros com nefrosclerose
Transplantados renais

Cockcroft-Gault |dosos

DCE em urina de 24 horas | Extremos de idade e tamanho
Desnutricao ou obesidade
Doencas musculoesqueléticas
Paraplegia e quadriplegia
Dieta vegetariana
Modificacao rapida de funcao renal
Gestagao

Rev Bras Hipertens vol.14(3): 162-166, 2007



Calculo da Clearance da creatinina

FOrmula de Cockroft-Gault

(140-idade) x peso(KQ)

CleerCr= ——x0,85se mulher
72 x creatininémia (mg/dl)




