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Metabolic control of diabetes in UKPDS

" Conventional  Insulin Chlorpropamide  Glibenclamide Metformin

Years from randomisation

UKPDS 35, BMJ, 1998



insulin sesnitivity (%)

Insulin sensitivity over 12 years in UKPDS
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beta cell function (%)

Insulin secretion over 12 years in UKPDS

DIET

SuU
«=0B MET
- =0B DIET

0

1 2 3 4 5 6 7 8 9 10 11 12
diabetes duration (years)

R. R. Holman, L. Czupryniak, I. Stratton, in press



WEDIC |
7‘

‘ ORIGINAL ARTICLE

Glucose Control and Vascular Complications

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 12, 2008 VoL, 358 NO, 24

Eftects of Intensive Glucose Lowering in Type 2 Diabetes
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Intensive therapy 5128 4972 4803 3250 1748 323 206

Standard therapy 5123 4971 4700 3180 1642 499 480
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A Primary Outcome
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diabetes: time for a bolder reappraisal

L. Czupryniak « E. Szymanska-Garbacz -
M. Pawlowski - M. Saryusz-Wolska - J. Loba

Diabetologia (2011) 54:701-702

Following on from this 1dea, perhaps we should call for
future guidelines to be formulated 1in such a way that they
would set various treatment targets and regimens for
various groups of patients, depending on the stage of the
disease they are at (e.g. for newly diagnosed and uncom-
plicated ones an HbA,, of <6.5%:; for moderately compli-
cated, with a history of diabetes <10 years an HbA,. of
<7.5%: and for the elderly with long-standing diabetes and
multiple complications an HbA . of <8.5%). This approach
may now only be called ‘common sense” or ‘clinical
judgment’, but it would be strongly reaffirmed if 1t found
its way into formal guidelines and recommendations.



PATIENT / DISEASE FEATURES

Risks potentially associated
with hypoglycemia and
other drug adverse effects

Disease duration

Life expectancy

Important comorbidities

Established vascular
complications

Patient attitude and
expected treatment efforts

Resources and support
system

Approach to the management
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General rules of diabetes therapy

U Multifactorial pathogenesis

U Progressive character due to decrease In
Insulin secretion

U Diagnose as early as possible

U Treat intensively from the VERY BEGINNING
U Intensify treatment as often as necessary

U Individualize treatment

U Avoid hypoglycemia at any cost



Efficacy”._
Hypo risk__

Healthy eating, weight control, increased physical activity, and diabetes education

Metformin

high

low risk
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Side effects

low
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If HbA,_ target not achieved after ~3 months of monotherapy, proceed to 2-drug combination {order not meant to denofe

any specific preference—choice dependent on a variety of patient- and disease-specific factors):

Metformin
+

Sulfonylurea

.. high
..... moderate risk .
... gain

... hypoglycemia ...

low

high e

J-variable_............

Metformin Metformin Metformin Metformin Metformin
+ + + + +
Thiazolidine= DPP-4 SGLT2 GLP=1 recepto Insulin (basal)
dione inhibitor inhibitor agonist
Lhigh __H 1 intermediate L intermediate .| § high___._ . | highest
blowrisk. ... . lowrisk ... ALlowrisk .41 low risk... ... 1 high risk..
-gain......S L neutral doss il L lOSS Bgain oo
.edema,HF,fxs & L rare ...} . GU,dehydration J L GI .. . -} hypoglycemia....

If HbA,_ target not achieved after ~3 months of dual therapy, proceed to 3-drug combination {order not meant to denote

any specific preference—choice dependent on a variely of patient- and disease-specific factors):

Metformin
+

Sulfonylurea
+

Z
or| DPP-4-i

or| SGLT2«i

or

or

 soirz+ ]

or

or | Insulin®

or| Insulin®

Metformin Metformin Metformin Metformin Metformin
+ + + + +
Thiazolidine= DPP-4 SGLT2 GLP-1 recepto Insulin (basal)
dione inhibitor inhibitor agonist +
+ + + +
SuU I SuU l su I SuU

or| DPP-4-i or| TZD or] 12D ||| or| TZD or| DPP-4-i |

SGLT2-i or| SGLT2+ or DPP-4-iI Insulin® or| SGLT2«i

| —

or| Insulin®

If HbA,, target not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to injectables; (2) on GLP-1-RA, add

basal insulin; or (3) on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refracto

tients consider addil

TZD or SGLT2-i:

Metformin

+
Basal insulin + LEELTLEILETNT] orI GLP-1-RA I

Diabetes Care 2015;38:1407i 149




IDF Treatment Algorithm for People with Type 2 Diabetes

Lifestyle measures International
Federation

Then, at each step, if not to target (generally HbA, <7.0%)]

Consider first line

Sulfonylurea
ar
a- Glucosidase inhibitor

Consider second line

Metformin a~- Glucosidase inhibitor or
Sulfonylurea (if ot first Line) DPP-4 inhibitor or
Thiazolidinedione

Consider third line

Basal insulin a- Glucosidase inhibitor or
or DPP-4 inhibitor or GLP-1 agonist
Pre-mix insulin Thiazolidinedione

Consider fourth line

Basal + Basal insulin, or . = usual approach
meal-time Pre-mix insulin

insulin [later basal + meal-timel . = alternative approach




Metformin and MI risk

HR (95%Cl)



