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Objectives 

• At the end of the presentation, the participant will have a better understanding of pre-
diabetes management 

• At the end of the presentation, the participant will have a better understanding of A1C 
target goals

• At the end of the presentation, the participant will have a better understanding of 
hypercortisolism as a possible contributing factor in select patients 

• At the end of the presentation, the participant will have a greater awareness of 
evolving technology that may affect their future practice 



A.T. Still 

“To find health 
should be the object 
of the doctor.  
Anyone can find 
disease.” 



CDC.GOV Feb 17, 2026
Pre-diabetes

115.2 million 
American Adults 

have 
prediabetes 

That’s more than 
2 in 5

Approximately 8 
in 10 adults with 
prediabetes are 

unaware 



Pre-Diabetes 
Matters…

• Age of diagnosis of DM2 for individuals in 
the US compared to non-DM2:

• An individual diagnosed at age 30, will die 
on average 14 years earlier 

• If diagnosed at age 40, will die an average 
of 10 years earlier

• If diagnosed at age 50, will die an average 
of 6 years earlier



Prediabetes 
is typically 
just 
that….But, 
what if also…

Another autoimmune process

Vitiligo

Younger age

Not overweight or obese 



Consider 
Pre-Type 1 or 
LADA 

Consider checking fasting blood sugar w/C-
Peptide

GAD65

• Found in about 80% of Type 1 
• Consider insulin antibodies, zinc transporter, islet cell 

antibodies 

Consider Cushings or Acromegaly 

• Rare but consider as it can cause hyperglycemia 
• Early on Acromegaly may have hand/feet swelling so c/o 

increase in hand size or notice increase in hand size 

Consider hypercortisolism 



Diabetes Prevention 
Program 
• Lifestyle and Behavioral Intervention with an 

individualized calorie reduction meal plan
• Major goals were to achieve and maintain at least 7% 

weight loss and obtain a minimum of 150 minutes of 
moderate exercise per week 

• The US Diabetes Prevention Program Trial reduced 
the risk of DM2 by 58% over 3 years 

• 24% at 21 years

• The Da Qing Diabetes Prevention Study reduced the 
risk of progression by 39% at 30 years

• The Finnish Diabetes Prevention Study reduced the 
risk by 34% at 10 years 



Pre-diabetes 

Diet and exercise

Metformin reduces risk of progression 
by 30%

Pioglitazone reduces risk by 72%

• ACT NOW Study 

GLP1 reduces risk by 75-90%

• Surmount1 Trial – Tirzepatide 95.3% 



Goals of Treatment

• To prevent or delay complications

• Optimize quality of life
• Treatment based on:

• Age

• Cognitive abilities

• Work schedule/conditions

• Support system

• Eating patterns

• Physical activity

• Cultural factors

• DM history

• Comorbidities

• Health priorities

• Preference for care

• Life expectancy

• Cost

• etc



2026 ADA Standards of Care

To prevent or delay 
complications

Optimize quality of life

Treatment based on:
•Age
•Cognitive abilities
•Work schedule/conditions
•Support system
•Eating patterns
•Physical activity
•Cultural factors
•DM history
•Comorbidities
•Health priorities
•Preference for care
•Life expectancy
•Cost
•etc

• 1.1 Ensure treatment decisions 
are timely, rely on evidence-
based guidelines, address social 
determinants of health, and 
incorporate shared decision-
making based on individual 
values, preferences, prognoses, 
comorbidities, and informed 
financial considerations (B 
recommendation)



A1C Goals
• A1C remains the primary tool for 

assessing glycemic status

• Target should be individualized, as 
part of a person-centered strategy 

• Can combine with FSBS and CGM

• A1C of 6 correlates to 
approximately 126 average glucose 

• Add 30  for each 1% above 6 

• The Diabetes Control and 
Complications Trial (DCCT) –
better glycemic control is 
associated with 50-76% reductions 
in in rates of development and 
progression of microvascular 
complications (DM1) 



A1C Target
• < 6.5 Good health, low 

treatment risks and burdens 

• < 7 Most adults 

• 7 – 7.5  Healthy older adults

• < 8 Older adults with 
complex/intermediate health

• No A1C goal for older adults 
with very complex/poor 
health or any adults with 
limited life expectancy 





2026 ADA Standards of 
Care 
• 7.15  Use of CGM is recommended at diabetes onset and 

anytime thereafter for children, adolescents, and adults with 

diabetes who are on insulin therapy (A recommendation), on 
non-insulin therapies that can cause 
hypoglycemia (C recommendation), 
and on any diabetes treatment where 
CGM helps in management (C 
recommendation).

• 2025 7.15 Recommend real-time CGM (rtCGM) A or 
intermittently scanned CGM (isCGM) for diabetes 
management to youth C and adults B with diabetes on 
any type of insulin therapy. 



Overview of 
Studies 
Involving 
CGM for Non-
Insulin DM2 
Patients 
(Published 
April 2026) CGM was associated with

Significantly reduced 
A1C (mean 

difference of 0.37%)

Increased TIR 
(weighted mean 

difference of 8.84%)

Reduced TAR 
(weighted mean 

difference of -8.14%)

Meta-analysis of 8 randomized 
Controlled Trials with 541 

participants



CGM 
Behavioral  
Outcomes 
for DM2 

47 Participants completed 3-month trial of CGM

Mean age 58.9

77.4% female

64.5% graduated from college 

39.6% had an annual income < $50K

Mean Diabetes duration was 13.7 years

74% were insulin-naïve 



Results – over the 3 
month period

• A1C dropped significantly

• Mean 9.2% to 8.2%

• 94% attributed to “greater awareness”

• Transformed from “easily ignored” to visible, immediate reality

• Shifted perspective of distant, long term, future threat to a process 
happening in their body and behaviors at every moment 

• 68% agreed that it helped them become more informed and a 
productive decision maker with their care 

• Used it as a guide to meal choices, adjust portion sizes, and exercise 
timing 

• 65% increased their sense of self control and confidence in managing 
diabetes

• Motivated them to take a sense of personal ownership of their health

• 84% reported making dietary changes

• 19% reported the CGM prompted them to make positive changes in use 
of their medications

• 35% felt the CGM helped them see the links between physical activity 
and glucose levels which encouraged them to become more engaged 
with exercise 



Date of Download:  5/4/2026 Copyright © 2026 American Diabetes Association. All rights reserved, including those for text and data mining, AI training, and similar technologies.

From: Clinical Targets for Continuous Glucose Monitoring Data 
Interpretation: Recommendations From the International Consensus on Time 
in Range 

Diabetes Care. 2019;42(8):1593-1603. doi:10.2337/dci19-0028

CGM-based targets for different diabetes populations.

Figure Legend:



CGM Targets 

For older adults, 50% TIR may be more appropriate 
TIR > 70% for 

most, non-
pregnant adults

Very High < 5%Time above 
range < 25%

Very low < 1%Time below 
range < 4%



UACR 

ADA recommends maintaining 
UACR < 30mg/g (normal)

ADA recommends checking 
annually

In a large US-based 
cohort of 1,881,446 
patients w/DM2 

Fewer than 50% 
had UACR 
checked at one 
year follow up  



UACR

Elevated urinary albumin excretion indicated 
kidney damage and systemic vascular disease 

9154 patients with HTN
Followed from 2007 - 2018 

Normal UACR < 10 

Mildly increased UACR 10 – 29.9 

Moderately increased UACR 30 – 299.9

Severely increased UACR > 300 



Compared to 
Normal UACR 
(UACR < 10)
Adjusted Hazard 
Risk for 
mortality  

• Mildly increased (UACR 10 – 29.9) 

• 51% increase of mortality 

• Moderately increased (UACR 30 – 
299.9) 

• 122% increased risk 

• Severely increased (UACR > 300) 

• 443% increased risk 



Elevated 
UACR 
Increases 
Mortality 
Risk

RAAS/ARB

GLP1RA

SGLT2

Steroidal and Non-steroidal 
mineralocorticoid receptor antagonists 



Uncontrolled DM2 – about 25% of 
patients have an A1C > 8% despite 
multiple meds

Noncompliance? Something else 
going on? 



Endogenous Hypercortisolism 

Increase insulin resistance

Impair β cell function

Inhibits insulinotropic effects of 
Glucagon Like Peptide (GLP-1)

Increases hepatic glucose output 

Independently associated with 
cardiovascular disease and increased 

mortality in individuals w/DM2 



CATALYST 
• Part 1 conducted between     

Mar 2023 and April 2024

• Part 2 (treatment)

• DM2 

• HbA1C 7.5% - 11.5%

• Two or more glucose 
lowering medications
• With or without micro/macrovascular 

complications

• Taking multiple blood pressure 
lowering medications 



CATALYST – “Do 
you have any 
patients like this?” 

• 18 – 80 years old

• “difficult to control” DM2

• A1C 7.5% - 11.5%

• Taking 3 or more glucose lowering meds OR

• Taking insulin and any other glucose 
lowering med OR

• Taking 2 or more glucose lowering meds and 
having one or more micro/macrovascular 
complications OR

• Taking 2 or more glucose lowering meds and 
two or more blood pressure lowering meds 



Patient Population 
Studied

• 1057 participants completed the study

• Mean A1C 8.8%

• 81.9% were taking blood pressure 
lowering meds

• 27.1% were taking three or more BP 
meds

• 38.5% had Systolic blood pressure > 
130

• 83.3% were taking lipid modifying meds

• 30% were taking psychiatric meds

• 30% were taking analgesics 



CATALYST 
• 1 mg Dexamethasone 

Suppression Test (DST)

• Primary Endpoint - prevalence 
of hypercortisolism

• Post-DST cortisol > 1.8

• If abnormal result, exclude false 
positive DST 
• Obtain a separate fasting cortisol 

(8:00am) measuring

• ACTH
• DHEAS
• Cortisol 



Results….

Of the 1057 participants, 252 had an unsuppressed 
post-DST cortisol 
• 23.8% had hypercortisolism 

Certain Characteristics had an associated 
correlation
• Older age, lower BMI, non-Latino/Hispanic ethnicity associated 

with higher likelihood 
• Use of newer classes of DM meds, max dose of GLP1RA, 

fibrates or analgesics, and higher number of BP meds 
associated with higher likelihood

Prevalence of hypercortisolism in cardiac disorders 
was 33.3%
• Cardiovascular disease, atrial fib, CHF 

Prevalence of hypercortisolism if taking 3 or more 
BP meds was 36.6%



Imaging

• 219 of the 252 (86.9%) patients 
w/hypercortisolism had CT performed

• 34.7% had adrenal imaging abnormalities 

• Majority were unilateral adrenal nodules 
(65.8%)

 



CATALYST Part 2 

• Prospective, placebo controlled, double blind 
study to assess efficacy of Mifepristone 

• Randomly assigned in a 2:1 ratio and double-
blinded to Mifepristone vs placebo 

• Participants had hypercortisolism based on 
post-DST cortisol > 1.8, dexamethasone level ≥ 
140, and common causes for false positive DST 
results excluded

• Randomization was stratified by the presence or 
absence of an adrenal abnormality on CT scan 

• Primary end point was change in A1C from 
baseline to 24 weeks for Mifepristone vs 
placebo 



CATALYST Part 2 

• 136 patients 
• 91 Mifepristone vs 45 Placebo (2:1 ratio)

• Mean age 63.2 years old

• A1C 8.55%

• 39% female

• 80.9% identified as White 

• Adrenal imaging abnormalities reported in 
27.9%

• 38.2% were taking fast-acting insulin

• 64.7% were taking long/intermediate acting 
insulin

• 53.8% of Mifepristone arm completed 24 
weeks of treatment

• 82.2% of the Placebo arm completed 
treatment 



Endpoints at 
24 Weeks

Primary Endpoint 
• Mean A1C decreased from 8.62% to 7.12%  with Mifepristone 

(change 1.47%)
• Mean A1C changed 8.41% to 8.36% with Placebo (0.15%)

Secondary Endpoints

Within first 12 weeks – dose reduction/discontinuation:

Fast-acting insulin
• Mifepristone 30% vs Placebo 11%

Long-acting Insulin 
• Mifepristone 49% vs Placebo 13%

Sulfonylureas 
• Mifepristone 22% vs Placebo 11%



Mifepristone 
(UpToDate)

Korlym is the brand name for treating high blood sugar due to 
hypercortisolism 

Mifeprex is brand name for mifepristone (used in combination with 
misoprostol) for pregnancy loss/miscarriage or medical abortion

Concerns related to adverse effects:

• Adrenal insufficiency
• Bacterial infections
• Bleeding 
• Hypokalemia
• QT prolongation

Disease related concerns:

• Cardiovascular disease – mineralocorticoid receptors in cardiac tissue may be 
activated 

Personal Recommendation – refer to someone familiar with 
prescribing 



2026 ADA 
Standards of 
Care

7.25a  Automated Insulin Delivery 
Systems (AID) are the preferred 
insulin delivery method over MDI, CSII, 
and sensor-augmented pumps in people 
with DM1 (A recommendation), Adults 
with DM2 (A recommendation)….

7.25b  Consider AID systems for select 
people with DM2 treated with basal 
insulin not achieving individualized 
glycemic goals (B recommendation)



Automated 
Insulin 
Delivery 
Systems 

Consist of three components: insulin 
pump, CGM system, and an algorithm that 
determines insulin delivery 

Delivers microdoses of insulin every 5 
minutes w/modulation of delivery done by 
increasing, decreasing, or pausing insulin 
based on CGM feedback 

Have either fixed glucose targets or 
adjustable glucose targets ranging from 
87 to 180mg/dL depending on the system 



Automated Insulin 
Delivery Systems 
• Regardless of the study design, all AID pivotal trials 

that examined individuals 2 years old or older, 
including older adults, have consistently 
demonstrated superiority to standard insulin 
delivery 

• Improvement in

• A1C (greatest improvement in individuals with 
high A1C levels)

• TIR, especially overnight

• Reduction of time spent in hypoglycemia

• Psychosocial benefits 



Websites to 
assist with 
choosing AID 
Systems 

Diabetes Wise Pro 
(pro.diabeteswise.org/)

PANTHER Program 
(pantherprogram.org/device-
comparison-chart)



Once Weekly Insulin…82% less injections          
(52 injections vs 365)

ICODEC

• Pre-filled injector pen

• Non-inferior to degludec 

• Overall, similar rates of hypoglycemia 
(some studies showed increase while 
others did not)

• Starting dose of 70 units (for insulin naïve 
patients)

• Takes 3-4 weeks to reach steady state

• One time loading dose is recommended

• Adjust/Titration 20 units up and down

EFSITORA 

• Non-inferior in improving glycemic control 
without increasing hypoglycemic risk 

• Treatment initiated at 100 units with 
adjustments made every four weeks as 
needed to fixed doses of 150 units, 250 
units, and 400 units to achieve fasting 
blood levels of 80 – 130.  (Trial guidelines)
• 2 dose adjustments needed (mean) for 

Efsitora participants over the 52-week period



Summary 

Pre-diabetes is important

Consider further testing if certain 
conditions exist

Diet/Exercise has proven success but 
consider medication to augment

For difficult to control patients, consider 
hypercortisolism as a contributing factor

Standards of Care are evolving to adopt 
new technology



Questions
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