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Case
 43 y/o man with newly diagnosed diabetes
presents for his first diabetes class
 He has not yet picked up the prescriptions
for the medication
 He has been using the glucose meter &
strips given to him in the clinic to check
before and at 2 hours after meals

Case: 43 y/o man with newly diagnosed T2DM
 He is wondering how low he can get his
glucose without medication
 Initial glucose values were all 300-400s
 A1c was 10.5%
 He has been trying to eat healthy and be
active over the last 2 weeks
 Fasting glucose levels are now 250-350s
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Case: 43 y/o man with newly diagnosed T2DM
 What medication was prescribed for him?
 What is the short term plan for his regimen (ie
3-6 months)?
 What is the long term plan for the next 2+
years?
 What is his A1c target?

ADA/EASD 2015 Guidelines
Healthy eating,
weight control,
increased
physical activity

Metformin

Initial drug monotherapy

high
low risk
neutral/loss
GI / lactic acidosis
Low

Efficacy (↓A1c)
Hypoglycemia
Weight
Side effects
Costs

If needed to reach individualized HbA1c target after ~3 months, proceed to 2-drug
combination (order not meant to denote specific preference)

What do the Guidelines tell us to do?

Adapted from American Diabetes Association.
Diabetes Care. 2015;38(suppl 1):S41-S48.

ADA/EASD 2015 Guidelines, Cont’d
Dual Therapy
Efficacy (↓HbA1c)
Hypoglycemia
Weight
Major side effect(s)
Costs

Triple Therapy

Metformin +
SU
high
moderate risk
gain
hypoglycemia
low

Metformin +
TZD
high
low risk
gain
edema, HF, fx’s
low

Metformin +
DPP-4-I
intermediate
low risk
neutral
rare
high

Metformin +
SGLT2-I
intermediate
low risk
neutral
rare
high

Metformin +
GLP-1 RA
high
low risk
loss
GI
high

Metformin +
Insulin (basal)
highest
high risk
gain
hypoglycemia
high

MetforminIf +neededMetformin
Metformin
+ proceed
Metformin
+ after
Metformin
+ combination
+
Metformin +
to reach individualized
A1C target
~3 months,
to 3-drug
SU+
SGLT2-i
+ preference)
(order
not meant
specific
GLP-1 RA +
TZD +
Insulin (basal) +
+ to denote
DPP-4-I
TZD
SU
SU
TZD
SU
or
or
or
SU
or
DPP-4-i
or
TZD
DPP-4-i
TZD
DPP-4-i
or
or
or DPP-4-i
TZD
or SGLT2-i
or
SGLT2-i
or SGLT2-i
SGLT2-i
or GLP-1-RA
or Insulin
or
or GLP-1-RA or GLP-1-RA
or
Insulin
Insulin
or

Insulin

or

Insulin

If combination therapy that includes basal insulin has failed to achieve A1C target after 3-6 months,
proceed to a more complex insulin strategy, usually in combination with 1-2 non-insulin agents

Combination
injectable therapy

Basal Insulin + Mealtime insulin or GLP-1 RA

SGLT2-i = sodium-glucose cotransporter 2 inhibitor; GLP-1 RA
= glucagon-like peptide-1 receptor agonists.
Adapted from Diabetes Care. 2015;38(suppl 1):S41-S48.

Case: 43 y/o man with newly diagnosed T2DM
 No antecedent weight loss
 No blurry vision
 No polyuria or polydipsia
 He did have nocturia but that resolved over
the last week
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Case: 43 y/o man with newly diagnosed T2DM

Ominous Octet

 What about using physiology to guide
medication choices?

Ominous Octet:

medication choices based on physiology

Case: 43 y/o man with newly diagnosed T2DM
So what are his options for medication at this time?
Does he have any contraindications?
 CKD
 HF
 GI disease
 Pancreatitis
 Limited mobility
 Osteoporosis
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Case: 43 y/o man with newly diagnosed T2DM

Case: 43 y/o man with newly diagnosed T2DM

 What are the proactive considerations for
medications for him?

 What if he does not get to goal with the first 23 agents?
 Should insulin be added? If so:

 Weight loss
 No hypoglycemia

 decrease blood pressure
 Get A1c to goal

 Basal only?
 Basal-bolus regimen?
 What about insulin delivery devices?

Case: 43 y/o man with newly diagnosed T2DM
 What about using FDCs?
 Oral FDCs: 3-4 agents with only 2 tabs per day
 Injectable FDC: 2 agents with one injection

Case: 43 y/o man with newly diagnosed T2DM

Oral FDCs:
Initial Combination Therapy in Drug-Naıve T2DM

 What about using FDCs?
 Oral FDCs: 3-4 agents with only 2 tabs per day: one FDC
in the am and a different one in the pm
 SU/metformin
 Meglitinide/metformin
 TZD/metformin
 DPP4/metformin
 SGLT-2/metformin
 SGLT-2/DPP4
Rosenstock J et al. Diab Care 2016;39:353-362
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Injectable FDC: GLP-1/basal insulin

Oral FDCs:
Initial Combination Therapy in Drug-Naıve T2DM

Type 2 Diabetes Inadequately Controlled on Oral Agents

Rosenstock J et al. Diab Care 2016;39:353-362

Rosenstock J et al. Diab Care 2016;39:2026-2035

5/16/2017

FDA Drug Safety Communication
 The CANVAS trial showed that over a year’s time, the risk of amputation
for patients in the trial were equivalent to:
 5.9 out of every 1,000 patients treated with canagliflozin
 2.8 out of every 1,000 patients treated with placebo
 The CANVAS-R trial showed that over a year’s time, the risk of
amputation for patients in the trial were equivalent to:
 7.5 out of every 1,000 patients treated with canagliflozin
 4.2 out of every 1,000 patients treated with placebo
 Amputations of the toe and middle of the foot were the most common;
however, amputations involving the leg, below and above the knee, also
occurred. Some patients had more than one amputation, some involving
both limbs.

FDA Drug Safety Communication
 FDA has added a boxed warning regarding
increased risk of leg and foot amputations
with the diabetes medicine canagliflozin
 What does this mean for our patients?
 At the very least it is a reminder to teach
self exam of feet and to monitor feet
frequently
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Case: 43 y/o man with newly diagnosed T2DM
 What about everything else?
 Diabetes Management includes







Glucose
BP
Lipids
Weight management
Depression
Smoking

What About His 38 y/o Brother?

What About His 38 y/o Brother?

Should he be screened?

Should he be screened?
 Just glucose
 What about lipids
 BMI
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Patient Knowledge
 Most patients are not aware that CVD
is the most likely cause of death in
people with diabetes

How do we use
the AACE Algorithm
in the Clinic?

AACE DM
Algorithm
App
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Case 2

Case 2: 51 y/o woman found to have DM on annual exam

 51 y/o woman presents for routine annual exam
 Last year she had been advised to lose 10-15 lbs
because Chol & Triglyceride were rising and A1c
was 5.9%
 She reports feeling fatigued after gaining 12 lbs
over the past year. BMI is now 38
 BP is elevated at 146/86
 Fingerstick glucose is 210

 Fasting glucose is 210 with A1c 8.2%
 Does she need any further confirmatory testing?
 What is her A1c target?

 She wants to know if she can work on
lifestyle changes before starting medication?
 Should she start a statin today?

Case 2: 51 y/o woman found to have DM on annual exam
 Her A1c is > 7.5% so rec is to initiate with Dual Therapy
 Ideally use 2 agents that are associated with weight loss
(rather than weight gain) and low risk of hypoglycemia
 The negotiation begins:
 Do you start medication or let her work on TLC*?
 How long would you let her work on TLC?
 The agreement is:
 She will being working on TLC with goal of weight loss
 She will attend diabetes education
 She will initiate SMBG with a focus on 1-2 h ppg to assess
her response to food and activity
*TLC = Therapeutic Lifestyle Changes

Case 2: 51 y/o woman found to have DM on annual exam
 She returns in 2 weeks
 She has attended the first diabetes class
 She brings a glucose log with 3-6 glucose checks per
day
 She reports the following






Fast food for breakfast raises her glucose
Daily activity clearly lowers her sugar
Decreasing the amount of food lowers her ppg
A large dinner raises the fasting glucose, esp if eaten late
She has lost 6 lbs

Case 2: 51 y/o woman found to have DM on annual exam

She returns 4 weeks later





She has lost another 8 lbs
She has attended all the diabetes classes
She brings a glucose log with 1-4 glucose checks per day
She reports the following
 Fasting glucose remains 150-200
 ppgs are 140-200
 She has not been able to get the glucose any lower by eating less or
exercising more
 She would like to start medication to further lower the glucose

 What medication do you choose?
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Case 2: 51 y/o woman found to have DM on annual exam
 She agrees to initiate an metformin/SGLT-2 FDC tablet,
starting with ½ tab after her biggest meal and slowly
increasing to a target of 2 tabs after her biggest meal
each day





She returns 6 weeks later, after missing the appt at 4 weeks
She has lost another 10 lbs, for a total of 24 lbs
BP is now 128/78
Glucose log shows:
 Fasting 100-110
 1-2h ppg 120-140
 No symptoms of hypoglycemia

Case 2: 51 y/o woman found to have DM on annual exam
She returns 4 months later for her 2 month f/u appt

Oral FDCs:
Initial Combination Therapy in Drug-Naıve T2DM

She is now 7 months post-diagnosis
 She has regained 4 lbs
 A1c is 7.8%
 BP is now 134/82
 Glucose log shows:
 Fasting 110-130
 1-2h ppg 180-220
 No symptoms of hypoglycemia

 The plan is renegotiated
Rosenstock J et al. Diab Care 2016;39:353-362

Case 2: 51 y/o woman found to have DM on annual exam

 She is uncontrolled on BID
metformin/SGLT-2 FDC tablet
 What should be the next agent?
 Basal insulin
 DPP4
 GLP-1

9

8/5/2017

Case 2: 51 y/o woman found to have DM on annual exam

Case 2: 51 y/o woman found to have DM on annual exam
She returns 4 months later for her 2 month f/u appt

 She is uncontrolled on BID metformin/SGLT2 FDC tablet
 What should be the next agent?

She is now 7 months post-diagnosis
 She has regained 4 lbs
 A1c is 7.8%
 BP is now 134/82
 Glucose log shows:

 Basal insulin
 DPP4
 GLP-1

 Fasting 110-130
 1-2h ppg 180-220
 No symptoms of hypoglycemia

 The plan is renegotiated

She chose the weekly GLP-1 to minimize the weight loss and the number of injections

 Appt with CDE/RD is scheduled for the next week
 She will bring food diary to that appt
 She agrees to initiate GLP-1

Case 2: 51 y/o woman found to have DM on annual exam

Case 2: 51 y/o woman found to have DM on annual exam
 Summary

She returns 2 months later

 Her medication choices were based on the following considerations:
 Low risk of hypoglycemia
 Probability of weight loss (vs weight gain)
 Plan for at least 3 agents for her glucose
 Convenience regarding # tabs and/or injections
and
 a goal of addressing as many components of the physiology as
possible

 She has lost 10 lbs (total now 30 lbs)
 BP is now 120/75
 Glucose log shows:
 Fasting 90-110
 1-2h ppg 120-150
 No symptoms of hypoglycemia
 She is taking the weekly GLP-1 + 2 tabs daily of the metformin/SGLT-2
 She is taking the statin + baby aspirin

What will we do if A1c does not get to goal or gets there then rises?

Discussion is focused on how to maintain current lifestyle changes,
glucose levels and weight loss


SMBG will focus on 1-2 h ppgs

Summary

Questions?

 Planning a diabetes management regimen requires a long
term strategy to get the A1c to goal then keep it there

Kathleen.Wyne@osumc.edu

 Being reactive rather than proactive sets the patient up
for failure and non-adherence

 The patient needs to be involved in the plan through
understanding the role of SMBG, medication and physical
activity

AACE Diabetes Guideline

https://www.aace.com/publications/algorithm

AACE Lipid Guideline:

 Fear of complications is not a deterrant
 Understanding how to gain control is a key motivator

https://www.aace.com/files/lipid-guidelines.pdf
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