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ADA AACE
AIC level <7%* <6.5%
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Add Basal Insulin
Most Effective

Step 2

Intensify Insulin
Intensification usually
requires adding short-
or rapid-acting insulin;
sulfonylureas generally
discontinued at this juncture
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Lifestyle Intervention + Metformin

!
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Add Sulfonylurea

Inexpensive

Could use 3 oral agents, but insulin
generally preferred if A1C is more

——)
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Add TZD
No Hypoglycemia

than 1% above goal

Add Basal Insulin -
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Expected Decrease
Interventions in AIC Level (%)* Comments
Insulin 1.5-2.5 No dose limit, inexpensive, most
clinical experience (no real
limit in lowering of AIC)
Disadvantages: injections, monitor-
ing, hypoglycemia, weight gain®
Sulfonylureas (SUs) 1.5 Weight gain, hypoglycemia*
Thiazolidinediones ~ 0.5-1.4 Fluid retention, weight gain
(TZDs) Cannot be used in patients with
NYHA Class lll or IV
congestive heart failure
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Start with bedtime NPH or bedtime or morning long-acting insulin analog*
(Can be initiated with 10 units or 0.2 units/kg) '

~

Check fasting glucose (usually daily)
Increase dose until FPG is in target level (typically by 2-3 units every 3 days)

If AIC <7%, continue regimen; check AIC every 3 months '

Add prandial insulin before the meal with high reading until in range’

If AIC >7%, but FPG in target range, check pre-meal blood glucose results
(typically begin with ~4 units; adjusting by 2 units every 3 days)
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Initial Target Intervention (With If AlIC
AlC Inter- Continuous Titration of goal is not
Level (%) vention Therapy for 2-3 months) achieved
Combination therapy Intensify lifestyle
with 21 of following: modification and:
7-8 PPG Metformin, TZD, SU, Intensify or
and FPFG  DPP-4 inhibitor (i.e., sitagliptin), combine Rx,
glinides, alpha-glucosidase including incretin
inhibitors (alternatives include: mimetic with SU,
prandial insulin, premixed TZD, and/or
insulin, basal insulin analogs) metformin
8-9 FPG Metformin, TZD, SU, DPP-4 Intensify or combine
and PPG  inhibitor (i.e., sitagliptin), Rx, including prandial
basal insulin analog, prandial insulin, incretin
insulin, premixed insulin, mimetic, or amylin
NPH insulin, other approved analog (with prandial
combinations insulin)
9-10 FPG Metformin, TZD, SU, Initiate or intensify
and PPG basal insulin analog, insulin therapy or
glinides add incretin mimetic
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Initial AIC Current
Level (%) Therapy

6.5-8.5

Intervention (With Continuous
Titration of Therapy for 2-3 Months)

Monotherapy  Start Combination Therapy, e.g.

Metformin + SU or glinide

Metformin + TZD or AGI

TZD +SU

DPP-4 + metformin

DPP-4 + TZD

Incretin mimetic + metformin and/or SU

Incretin mimetic + metformin and/or TZD

Basal or premixed insulin preparations

Amylin analog with prandial insulin

Other approved combinations including
approved oral agents with insulin

6.5-8.5 Combination

therapy

Maximize Combination Therapy;

Maximize Insulin Therapy:

If elevated FPG, add or increase basal insulin

If elevated PPG, add or increase prandial insulin
If elevated FPG and PPG, add or intensify basal

=85 Monotherapy

therapy

+ prandial or premixed insulin therapy
(Combine with approved oral agents)
Amylin analog with prandial insulin
Add incretin mimetic to patients on SU, TZD,
and/or metformin

Basal + prandial insulin
or combination Premixed insulin preparations
(Combine with approved oral agents)
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Class Example Agents Mechanism of Action Clinical Use
GLP-1 Exenatide Enhances glucose-dependent Used in combination with other drugs
analogs Extended- insulin secretion (e.g., metformin £ TZD; metformin £ SU)
Release Suppresses inappropriate to improve glycemic control in patients
Exenatide® glucagon secretion with type 2 diabetes who have not achieved
Liraglutide™ Promotes satiety, leading to adequate glycemic control
reduction of food intake Reduces PPG and FPG (AIC reductions of ~1%)
Regulates the rate of gastric Associated with weight loss
emptying, limiting PPG Currently approved agent is injected twice daily,
excursions associated with nausea
DPP-4 Sitagliptin Slews gastric emptying Can be used as monotherapy or with metformin
inhibitors (also available Stimulates the production of or a TZD (has not been studied for use in

in combination
with metformin)

insulin in response to
a meal

combination with insulin)
Reduces PPG and FPG (AIC reductions of

analogs

glucose absorption
Reduces glucose production

by inhibiting glucagon
Increases satiety

Vildagliptin™ 0.5%-0.8%)
Alogliptin® Mo weight gain
Amylin Pramlintide Slows rate of intestinal Used in combination with other drugs for

patients with type | or insulin requiring
type 2 diabetes who have uncontrolled
blood glucose levels despite maximal
therapy with other drugs
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