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CLASSIFICATION AND DIAGNOSIS OF DIABETES

Classification

Diabetes can be classified into the following general categories:

1. Type 1 diabetes (due to autoimmune 3-cell destruction, usually leading to absolute
insulin deficiency)

2. Type 2 diabetes (due to a progressive loss of [3-cell insulin secretion frequently on the
background of insulin resistance)

3. Gestational diabetes mellitus (GDM) (diabetes diagnosed in the second or third
trimester of pregnancy that was not clearly overt diabetes prior to gestation)

4. Specific types of diabetes due to other causes, e.g., monogenic diabetes syndromes
(such as neonatal diabetes and maturity-onset diabetes of the young [MODY]),
diseases of the exocrine pancreas (such as cystic fibrosis and pancreatitis), and drug-
or chemical-induced diabetes (such as with glucocorticoid use, in the treatment of
HIV/AIDS, or after organ transplantation) A American
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CLASSIFICATION AND DIAGNOSIS OF DIABETES

|
Table 2.2—Criteria for the diagnosis of diabetes

FPG =126 mg/dL (7.0 mmol/L). Fasting is defined as no caloric intake for at least 8 h.*
OR

2-h PG =200 mg/dL (11.1 mmol/L) during OGTT. The test should be performed as described
by the WHO, using a glucose load containing the equivalent of 75 g anhydrous glucose
dissolved in water.*

OR

A1C =6.5% (48 mmol/mol). The test should be performed in a laboratory using a method that
is NGSP certified and standardized to the DCCT assay.*

OR

In a patient with classic symptoms of hyperglycemia or hyperglycemic crisis, a random plasma
glucose =200 mg/dL (11.1 mmol/L).

DCCT, Diabetes Control and Complications Trial; FPG, fasting plasma glucose; OGTT, oral glucose
tolerance test; WHO, World Health Organization; 2-h PG, 2-h plasma glucose. *In the absence of
unequivocal hyperglycemia, diagnosis requires two abnormal test results from the same sample or

in two separate test samples.
American
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CLASSIFICATION AND DIAGNOSIS OF DIABETES

Table 2.5—Criteria defining prediabetes*

FPG 100 mg/dL (5.6 mmol/L) to 125 mg/dL (6.9 mmol/L) (IFG)
OR

2-h PG during 75-g OGTT 140 mg/dL (7.8 mmol/L) to 199 mg/dL (11.0 mmol/L) (IGT)
OR

A1C 5.7-6.4% (39-47 mmol/mol)

FPG, fasting plasma glucose; IFG, impaired fasting glucose; IGT, impaired glucose tolerance; OGTT,
oral glucose tolerance test; 2-h PG, 2-h plasma glucose. *For all three tests, risk is continuous,
extending below the lower limit of the range and becoming disproportionately greater at the
higher end of the range.
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CLASSIFICATION AND DIAGNOSIS OF DIABETES

Type 1 Diabetes

2.4 Screening for type 1 diabetes risk with a panel of islet
autoantibodies is currently recommended in the setting of a
research trial or can be offered as an option for first-degree
family members of a proband with type 1 diabetes. B

2.5 Persistence of autoantibodies iIs a risk factor for clinical
diabetes and may serve as an indication for intervention In
the setting of a clinical trial. B



CLASSIFICATION AND DIAGNOSIS OF DIABETES

Table 2.1—Staging of type 1 diabetes (8,9)
Stage 1

Stage 2

Stage 3

Characteristics e Autoimmunity
e Normoglycemia
e Presymptomatic

Diagnostic criteria e Multiple autoantibodies
e No IGT or IFG

e Autoimmunity

e Dysglycemia

e Presymptomatic

e Multiple autoantibodies

e Dysglycemia: IFG and/or IGT

e FPG 100-125 mg/dL (5.6-6.9 mmol/L)

e 2-h PG 140-199 mg/dL (7.8-11.0 mmol/L)

e A1C 5.7-6.4% (39-47 mmol/mol) or =10%
increase in A1C

e New-onset hyperglycemia
e Symptomatic

e Clinical symptoms
e Diabetes by standard criteria

American
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CLASSIFICATION AND DIAGNOSIS OF DIABETES

Prediabetes and Type 2 Diabetes

2.7 Testing for prediabetes and/or type 2 diabetes in
asymptomatic people should be considered in adults of any
age with overweight or obesity (BMI >25 kg/m?or >23 kg/m?
In Asian Americans) & who have one or more additional risk
factors for diabetes (Table 2.3). B

2.8 Testing for prediabetes and/or type 2 diabetes should be
considered in women planning pregnancy with overweight
or obesity and/or who have one or more additional risk
factor for diabetes (Table 2.3). C N
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Prediabetes and Type 2 Diabetes (continued)
2.9 For all people, testing should begin at . B

2.10 If tests are normal, testing carried out at a
Intervals is reasonable. C

2.11 To test for prediabetes and type 2 diabetes,
plasma glucose, 2-h plasma glucose during

glucose tolerance test, and are equally appropriate
(Table 2.2 and Table 2.5). B

2.12 In patients with prediabetes and type 2 diabetes,
identify and treat other cardiovascular disease risk factcgE..



CLASSIFICATION AND DIAGNOSIS OF DIABETES

Table 2.3—Criteria for testing for diabetes or prediabetes in asymptomatic adults

1. Testing should be considered in overweight or obese (BMI =25 kg/m?* or =23 kg/m? in Asian
Americans) adults who have one or more of the following risk factors:
e First-degree relative with diabetes
e High-risk race/ethnicity (e.g., African American, Latino, Native American, Asian American,
Pacific Islander)
e History of CVD
e Hypertension (=140/90 mmHg or on therapy for hypertension)
e HDL cholesterol level <35 mg/dL (0.90 mmol/L) and/or a triglyceride level >250 mg/dL
(2.82 mmol/L)
e Women with polycystic ovary syndrome
e Physical inactivity
e Other clinical conditions associated with insulin resistance (e.g., severe obesity, acanthosis
nigricans)
2. Patients with prediabetes (A1C =5.7% [39 mmol/mol], IGT, or IFG) should be tested yearly.
3. Women who were diagnosed with GDM should have lifelong testing at least every 3 years.
4. For all other patients, testing should begin at age 45 years.

5. If results are normal, testing should be repeated at a minimum of 3-year intervals, with
consideration of more frequent testing depending on initial results and risk status.

American
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CLASSIFICATION AND DIAGNOSIS OF DIABETES

Prediabetes and Type 2 Diabetes (continued)

2.13 Risk-based screening for prediabetes and/or
type 2 diabetes should be considered after the
onset of puberty or after 10 years of age, whichever
occurs earlier, in children and adolescents with
overweight (BMI >85th percentile)or obesity (BMI
>95th percentile) and who have one or more risk
factor for diabetes. (See Table 2.4 for evidence
grading of risk factors.) A




CLASSIFICATION AND DIAGNOSIS OF DIABETES

Table 2.4—Risk-based screening for type 2 diabetes or prediabetes in asymptomatic
children and adolescents in a clinical setting (163)

Testing should be considered in youth* who have overweight (=85th percentile) or obesity
(=95th percentile) A and who have one or more additional risk factors based on the strength

of their association with diabetes:
e Maternal history of diabetes or GDM during the child’s gestation A
e Family history of type 2 diabetes in first- or second-degree relative A

e Race/ethnicity (Native American, African American, Latino, Asian American, Pacific
Islander) A

e Signs of insulin resistance or conditions associated with insulin resistance (acanthosis
nigricans, hypertension, dyslipidemia, polycystic ovary syndrome, or small-for-gestational-
age birth weight) B

GDM, gestational diabetes mellitus. *After the onset of puberty or after 10 years of age, whichever
occurs earlier. If tests are normal, repeat testing at a minimum of 3-year intervals, or more
frequently if BMI is increasing, is recommended. Reports of type 2 diabetes before age 10 years

exist, and this can be considered with numerous risk factors. American
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Al1C (continued)

2.3 In conditions associated with an altered
relationship between A1C and glycemia, such as
sickle cell disease, pregnancy (second and third
trimesters and the post partum period), glucose-6-
phosphate dehydrogenase deficiency, HIV,
hemodialysis, recent blood loss or transfusion, or
erythropoietin therapy, only plasma blood glucose
criteria should be used to diagnose diabetes. BA
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PREVENTION OR DELAY OF TYPE 2 DIABETES

Lifestyle Interventions

3.2 Refer patients with prediabetes to an intensive
behavioral lifestyle intervention program modeled
on the Diabetes Prevention Program (DPP) to
achieve and maintain 7% loss of initial body
weight and increase moderate intensity physical
activity (such as brisk walking) to at least 150
min/week. A
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PREVENTION OR DELAY OF TYPE 2 DIABETES

Pharmacologic Interventions

3.6 Metformin therapy for prevention of type 2 diabetes
should be considered in those with prediabetes, especially
for those with BMI >35 kg/m?, those aged< 60 years, and
women with prior gestational diabetes mellitus. A

3.7 Long-term use of metformin may be associated with
biochemical vitamin B12 deficiency, and periodic
measurement of vitamin B12 levels should be considered
In metformin-treated patients, especially in those with
anemia or peripheral neuropathy. B A
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PREVENTION OR DELAY OF TYPE 2 DIABETES

Prevention of Cardiovascular Disease

3.7 Prediabetes Is associated with heightened
cardiovascular risk; therefore, screening for and
treatment of modifiable risk factors for
cardiovascular disease are suggested. B
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COMPREHENSIVE MEDICAL EVALUATION AND ASSESSMENT OF COMORBIDITIES

Table 4.2—Assessment and treatment plan*

Assessing risk of diabetes complications
e ASCVD and heart failure history
e ASCVD risk factors and 10-year ASCVD risk assessment
e Staging of chronic kidney disease (see Table 11.1)
e Hypoglycemia risk (Table 4.3)

Goal setting
e Set A1C/blood glucose target
e If hypertension is present, establish blood pressure target
e Diabetes self-management goals

Therapeutic treatment plans
e Lifestyle management
Pharmacologic therapy: glucose lowering
e Pharmacologic therapy: cardiovascular disease risk factors and renal
e Use of glucose monitoring and insulin delivery devices
e Referral to diabetes education and medical specialists (as needed)

ASCVD, atherosclerotic cardiovascular disease. *Assessment and treatment planning are essential a American
components of initial and all follow-up visits. | 18 . Association.
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GLYCEMIC TARGETS

Al1C Testing

6.1Perform the A1C test at least two times a year In
patients who are meeting treatment goals (and who
have stable glycemic control). E

6.2 Perform the A1C test quarterly in patients whose
therapy has changed or who are not meeting
glycemic goals. E



GLYCEMIC TARGETS

Estimated Average Glucose

Table 6.1—Estimated average glucose (eAG)

A1C (%) mg/dL* mmol/L

5 97 (76-120) 5.4 (4.2-6.7)
6 126 (100-152) 7.0 (5.5-8.5)
7 154 (123-185) 8.6 (6.8-10.3)
8 183 (147-217) 10.2 (8.1-12.1)
9 212 (170-249) 11.8 (9.4-13.9)
10 240 (193-282) 13.4 (10.7-15.7)
11 269 (217-314) 14.9 (12.0-17.5)
12 298 (240-347) 16.5 (13.3-19.3)

Data in parentheses are 95% Cl. A calculator for converting A1C results into eAG, in either mg/dL or
mmol/L, is available at professional.diabetes.org/eAG. *These estimates are based on ADAG data
of ~2,700 glucose measurements over 3 months per A1C measurement in 507 adults with type 1,
type 2, or no diabetes. The correlation between A1C and average glucose was 0.92 (6,7). Adapted from

Nathan et al. (6).
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GLYCEMIC TARGETS

A1C Goals

6.6 An A1C goal for many nonpregnant adults of <7% (53
mmol/mol) is appropriate. A

6.7 On the basis of provider judgement and patient
preference, achievement of lower A1C levels (such as
<6.5% ) may be acceptable if this can be achieved safely
without significant hypoglycemia or other adverse effect of
treatment. C

American
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GLYCEMIC TARGETS

Al1C Goals (continued)

6.8 Less stringent A1C goals (such as <8% [64 mmol/mol]) may be
appropriate for patients with a history of severe hypoglycemia, limited
life expectancy, advanced microvascular or macrovascular
complications, extensive comorbid conditions, or long-standing
diabetes in whom the goal is difficult to achieve despite diabetes self-
management education, appropriate glucose monitoring, and effective
doses of multiple glucose-lowering agents including insulin. B

6.9 Reassess glycemic targets over time based on the criteria in Fig. E
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GLYCEMIC TARGETS
Approach to Individualization of Glycemic Targets

Patient / Disease Features

Risks potentially associated
with hypoglycemia and
other drug adverse effects

Disease duration

Life expectancy

Important comorbidities

Established vascular

complications

Patient preference

Resources and support
system

More stringent &= A1C 7% ==) Less stringent

low high

newly diagnosed long-standing
long short

absent few / mild severe

absent few / mild severe |

highly motivated, excellent preference for less
self-care capabilities burdensome therapy

readily available Iimited_

a|qenIpow jou Ajjensn

s|qelipow Ajjerjusiod
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GLYCEMIC TARGETS

Table 6.3—Summary of glycemic recommendations for many nonpregnant adults
with diabetes

Al1C <7.0% (53 mmol/mol)*
Preprandial capillary plasma glucose 80-130 mg/dL* (4.4-7.2 mmol/L)
Peak postprandial capillary plasma glucoset <180 mg/dL* (10.0 mmol/L)

*More or less stringent glycemic goals may be appropriate forindividual patients. Goals should be
individualized based on duration of diabetes, age/life expectancy, comorbid conditions, known
CVD or advanced microvascular complications, hypoglycemia unawareness, and individual patient
considerations. tPostprandial glucose may be targeted if A1C goals are not met despite reaching
preprandial glucose goals. Postprandial glucose measurements should be made 1-2 h after the
beginning of the meal, generally peak levels in patients with diabetes.
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Pharmacologic Therapy for Type 1 Diabetes

9.1 Most people with diabetes should be treated
with of prandial and basal insulin,
or iInsulin infusion. A

9.2 Most individuals with type 1 diabetes should use
Insulin analogs to reduce hypoglycemia risk. A

9.3 Patients with type 1 diabetes should be trained to
match prandial insulin doses to carbohydrate intake,
premeal blood glucose, and anticipated physical activity. C

American
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PHARMACOLOGIC APPROACHES TO GLYCEMIC TREATMENT

Pharmacologic Therapy for Type 2 Diabetes

9.4 Metformin is the preferred initial pharmacologic agent for the treatment of
type 2 diabetes. A

9.5 Once initiated, metformin should be continued as long as it is tolerated and
not contraindicated; other agents, including insulin, should be added to
metformin. A

9.6 Early combination therapy can be considered in some patients at treatment
initiation to extend the time to treatment failure. A

9.7 The early introduction of insulin should be considered if there is evidence of

ongoing catabolism (weight loss), if symptoms of hyperglycemia are present, or

when A1C levels (>10% [86 mmol/mol]) or blood glucose levels (2300 mg/dL

[16.7 mmol/L]) are very high. E American
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Table 9.1—Drug-specific and patient factors to consider when selecting antihyperglycemic treatment in adults with type 2 diabetes

CV effects Renal effects
Oral/sQ . Additional considerations
ASCVD HF | of DXD Dosing/ o
Metformin Potential benefit Neutral Low | Ol Neutral Contrmsindicated with eGFR Gastrointestinal side effects commoen
| <30 m/min/1.73 m* (diarrhea, nausea)
Potential for B12 deficiency
$GLY-2 Inhibitors Benefit: Benefit: High Oal Benefit: canaghfiozing, Renal dose adjustment FOA Black Box: Risk of
empaglifiozin, L required amputation
' dapaglifiozin, empaglifiozin,
dapagiiiozin: ertugiifiozin) Rk b fachies
*  DKArisk (all agents, rare in
T20M)
* Genitourinary infections
* Riskof volume depletion,
hypotension
*  MLDLcholesserel
* Risk of Fournler's gangrene
Neutrat lpdsenatide Neutral High 15Q; oral Benefit: liaglutide * Renal dose adjustment * FDA Black Box: Risk of thyroid
|{semaglutide) required (exenatide, C<cell wmors (Hraglutide,
lixisenatide) albiglutide, dulaglutide, exenatide
‘ extended release)
* Caution when initiating or
Benefit: See label increasing dose due to * Gastrointestinal side effects
indication of reducing| ‘ potential risk of acute common (nausea, vomiting,
CVD events kidney injury diarthea)
* Injection site reactions
= Acute pancreatits risk
|
DPP-aInhibitors Neutral Potential risk: High Ioa Neutral + Renal dose adjustment * Potential risk of acute pancreatitis
saxagliptin required (sitagliptin, * Joint pain
saxagiptin, alogliptin); g
P Pharmacologic
Impairment
o dose adustmant Approaches to
required for linagliptin K
Thiazolidinediones w Incroased risk Low anl Neutral . mmad}um . zrlbdtlntnwwm Glycemlc
P o eq ure [ploglitazone, rosiglitazone) .
* Geneynct Management:
recommended In renal = Fluid retention fedema; heart
Impalrment due to fallure) 1
poteror - Ganeitin A Standards of Medical
fuid retention * Riskof bone fractures C - D . b
*  Bladder cancer (ploghtazone) =
e are In Diabetes
S — R —— SRR T R 2020. Diabetes Care
(2nd generation) recommended risk of cardiovascular mortakty 2 2 |
* Gliplzkie and glimepiride: based on studies of an older N
:t::'mmmw sulfonylurea (tolbutamide) 0 0143(Supp b
Insulin  Human Neutral Neutral Low {sQ; Neutral * Lowerinsulln doses *  Injection ske reactions )
insulin {inhaled required with 2 = Higher risk of hypoglycemia with
decrease in eGFR; titrate human insulin (NPH or premixed
High lm per clinical response formutations) vs. analogs A!-nerican
Bnlogs ‘ Diabetes
| 29 . Association.

*For agent-specific dosing recommendations, please refer to the manufacturers’ prescribing information. t*FDA approved for CVD benefit. $FDA-approved for heart failure indication; §FDA-approved for CKD
indication. CV, cardiovascular; DPP-4, dipeptidyl peptidase 4; DKA, diabetic ketoacidosis; DKD, diabetic kidney disease; GLP-1 RAs, glucagon-like peptide 1 receptor agonists; HF, heart failure; NASH, nonalcoholic
steatohepatitis; SGLT2, sodium—glucose cotransporter 2; SQ, subcutaneous; T2DM, type 2 diabetes.
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PHARMACOLOGIC APPROACHES TO GLYCEMIC TREATMENT

Pharmacologic Therapy for Type 2 Diabetes
(continued)

9.8 A patient-centered approach should be used to guide the choice of
pharmacologic agents. Considerations include cardiovascular comorbidities,
hypoglycemia risk, impact on weight, cost, risk for side effects, and patient
preferences (Table 9.2 and Figure 9.1). E

9.9 Among patients with type 2 diabetes who have established atherosclerotic
cardiovascular disease or indicators of high risk, established kidney disease,
or heart failure, an SGLT2 inhibitor or GLP-1 receptor agonist with
demonstrated cardiovascular disease benefit (Table 9.1, Table 10 .3B, Table
10.3C) is recommended as part of the glucose-lowering regimen independent
of A1C and in consideration of patient-specific factors (Figure 9.1). A

American
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PHARMACOLOGIC APPROACHES TO GLYCEMIC TREATMENT

Pharmacologic Therapy for Type 2 Diabetes
(continued)
9.10 In patients with type 2 diabetes who need greater glucose lowering than can be

obtained with oral agents, glucagon-like peptide 1 receptor agonists are preferred to
Insulin when possible. B

9.11 Intensification of treatment for patients with type 2 diabetes not meeting
treatment goals should not be delayed. B

9.12 The medication regimen and medication-taking behavior should be reevaluated
at regular intervals (every 3—6 months) and adjusted as needed to incorporate
specific factors that impact choice of treatment (Fig. 4.1 and Table 9.1). E
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Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF*
CONSIDER INDEPENDENTLY OF BASELINE
A1C OR INDIVIDUALIZED A1C TARGET
A W
ASCVD PREDOMINATES HF OR CKD
PREDOMINATES ‘/!/
= Particularly HFrEF ]
* Established ASCVD (LVEF <45%) COMPELLING NEED TO MINIMIZE
* Indicators of high ASCVD risk = CKD: Specifically eGFR 30-60 HYPOGLYCEMIA
(age 255 years with wzymrv mL/min/1.73 m? or UACR
Carotid or ke encion >30mg/g, particularly
artery stenosis >50%, or
ik Has UAGH 300 /g DPP-4i GLP-1RA SGLT2R aro)
PREFERABLY sl € ¥ W
PREFERABLY SGLT2i with evidence of reducing HAIC #AIC | HAIC HAIC
arqmmn | | "o Soroor | S S S
CVD benefit! Aol bl SN & & AR
_________ m -
GLP-1RA SGLTZR
. f SGLT2i not tolerated or
%Lmlmmmwn nd or f 6GFR less SGLT2R SGLT27 OR OR
than adequate?add GLP-1 RA with OR OR DPP-4i DPP-4i
Mi
L B S 70 20 OR OR
[ ] & 0 GLP-1RA
If A1C above target 3 T
' [ 1f A1C above target ] 12 ¥ <& b
\ 4 & ( If A1C above target |
nmmwlr:msmcdm I:qullmd or = Avoid TZD in the setting of HF v
ml‘ now unable to tolerate 2
GLP-1 RA and/or SGLT2), choose g'v"’“’m““m"’ [ Continue with addition of other agents as outlined above ]
agents demonstrating CV safety: safety: : 1
Foe patisnts —— = For patients on a SGLT2i, A 4
» ror ona QL= consider adding GLP-1 RA
consider adding SGLT2i with proven CVD beceft l HAIC Shove twoet ]
i " -
with proven CVD benefit PRI ot . ¥
= DPP-4i if not on GLP-1 RA in the setting of HF (if
« Basal insulin® not on GLP-1 RA) Consider the addition of SU* OR basal insulin:
= TZD® = Basal insulin* = Choose later generation SU with lower risk of hypoglycemia
= SU° = SU* = Consider basal insulin with lower risk of hypoglycemia’
1. Proven CVD afit it has label of reducing CVD events 8. Choose later SU to lower risk of

2. Be aware that SGLT2i labelling varies by region and individual agent with
regard to indicatad level of eGFR for initiation and continued use

a. and

reduce CKD in CVOTs.

have shown reduction in HF and to

has ry renal outcome data from

CREDENCE. wmmmume:mmdmmmmF
4. Degludec or U100 glargine have demonstrated CVD safety
5. Low dose may be better tolerated though less well studied for CVD effects

t these become new

7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin

8
8.

Glimepiride has shown similar CV safety to DPP-4l

>

If no specific {.e

CVD, low risk of

and lower priority to avold weight gain or no welght-related comorbidities)

10. Consider country- and reglon-specific cost of drugs. In some countries
TZDs relatively more expensive and DPP-4i relatively cheaper

glucose-lowering medications.

|
Jov

COMPELLING NEED TO

MINIMIZE WEIGHT GAINOR  COST IS A MAJOR ISSUE® "

PROMOTE WEIGHT LOSS

[ I A1C above target

¥ AR

GLP-1 RA with
good efficacy
for weight
loss®

SGLT2¢

TZD" su°

[ I A1C above target

[ |

“.,‘1& Ay

If quadruple therapy required,
or SGLT2i and/or GLP-1 RA not
tolerated or contraindicated, use
regimen with lowest risk of
weight gain

PREFERABLY

DPP-4i (ff not on GLP-1 RA)
based on weight neutrality

= Insulin therapy basal insulin
with lowest acquisition cost

= Consider DPP-4i OR SGLT2i
with lowsst acquisition cost™

T

R

If DPP-4i not tolerated or
contraindicated or patient already
on GLP-1 RA, cautious addition of:

+ SU® « TZD* - Basal insulin

LVH = Laft Ventricular Hypertrophy; HFrEF = Heart Fallure reduced Ejection Fraction
UACR = Urine Albumin-to-Creatinine Ratio; LVEF = Left Ventricular Ejection Fraction

Glucose-
lowering
Medication
in Type 2
Diabetes:
Overall
Approach

Pharmacologic
Approaches to
Glycemic
Management:
Standards of Medical
Care in Diabetes -
2020. Diabetes Care

2020:43(Suppl.
1):598-S110, .
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ASCVD PREDOMINATES

If further intensification is required or
patient is now unable to tolerate
GLP-1 RA and/or SGLT2I, choose

agents demonstrating CV safety:

* For patients on a GLP-1 RA,
consider adding SGLT2i
with proven CVD benefit’

* DPP-4| if not on GLP-1 RA

« Basal insulin®

American
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-

HF OR CKD
PREDOMINATES

* Particularty HFrEF
(LVEF <45%)

= CKD: Specifically eGFR 30-60
mL/min/1.73 m? or UACR

>30 mg/g, particularly
UACR >300 mg/g

contraindicated or if oGFR less
than adequate? add GLP-1 RA with
proven CVD benefit’

l If A1C above target l

* Avoid TZD in the setting of HF

Choose agents demonstrating

CV safety:

« For patients on a SGLT2i,
consider adding GLP-1 RA
with proven CVD bensfit’

« DPP-4i (not saxagliptin)
in the setting of HF (If

not on GLP-1 RA)
= Basal insulin*
« S
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Consider the addition of SU® OR basal insulin:

= Choose later generation SU with lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia”
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-

COST IS A MAJOR ISSUE*"

o R | ;IlMc ‘ovot.u:tL I
W 2
i A1C above target
_Q} "'I'__ * Insulin therapy basal Insulin
with lowest acquisition cost
OR
TZD® su° « Consider DPP-4i OR SGLT2i
with lowest acquisition cost™ |
LB,
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COMPELLING NEED TO

 ————

i A1C above target

3

R
« g

SGLT2F

If quadruple therapy required,
or SGLT2i and/or GLP-1 RA not

tolerated or contraindicated, use
regimen with lowest risk of

weight gain
PREFERABLY

DPP-4i (f not on GLP-1 RA)

based on weight neutrality

i A1C above target
b :
GLP-1 RA with
good efficacy
SGLT2¢ for weight
loss*

¥

if DPP-4i not tolerated or

contraindicated or patient already
on GLP-1 RA, cautious addition of;

« SU* « TZD* « Basal insulin
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