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Case 1l

* A 62-year-old man presents for management of T2D, which was diagnosed 6 years ago.
* Patient takes metformin 1000 mg twice daily.

* Most recent A1C measurement was 9.1%.

* CAD diagnosed 3 years ago, for which he has undergone CABGX3.

* He denies any current symptoms of chest pain or shortness of breath.

* He recently underwent transthoracic echocardiography, and his LVEF was 50%.

* He has a 45 pack-year history of cigarette smoking, but he quit 3 years ago.

* He has HTN, treated with atenolol, 50 mg once dail?/, and lisinopril/hydrochlorothiazide, 20
mg/12.5 mg once daily, and hyperiipidemia controlled with atorvastatin, 80 mg daily.

* BP 138/84 mm Hg, HR 66 beats/min.
* Weight is 176 Ib, BMI = 31 kg/m?2.

Additional Labs

* Total cholesterol = 112 mg/dL

* LDL cholesterol = 45 mg/dL

* HDL cholesterol = 35 mg/dL

* Triglycerides = 122 mg/dL

* eGFR= 35 mL/min per 1.73 m?

* UACR= 150 mg albumin/gram creatinine
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Which of the Following Is the Next Best Step in
Management of T2D?

A. Start once daily insulin glargine

B. Add once-weekly subcutaneous
semaglutide (GLP-1RA)

C. Add empagliflozin (SGLT-21)
D. Add glipizide XL

(©) CONTINUING EDUCATION COMPANY
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Subcutaneous Semaglutide

* Of the options listed, the best next step is to add once-weekly subcutaneous semaglutide (Answer B)

» Semaglutide is approved to reduce the risk of major adverse cardiovascular events (cardiovascular
death, nonfatal myocardial infarction, or nonfatal stroke) in adults with T2D and established CVD

» Recently demonstrated renal outcome benefits in T2D and CKD (FLOW) and now has indication to
reduce the risk of worsening kidney disease, kidney failure, and death due to cardiovascular disease in
adults with T2D and CKD

* Oral semaglutide
* CV safety of oral semaglutide established in PIONEER-6

* SOUL study just finished and demonstrated oral version also affords CV risk reduction (not yet FDA
approve/added to label)

Marso SP et al. N Engl J Med. 2016;375(19):1834-1844.
Husain M et al. N EnglJ Med. 2019; 381:841-851.
McGuire DK et al. N Engl J Med. 2025 Mar 29. doi: 10.1056/NEJM0a2501006.

6

Kevin Pantalone, DO
Type 2 Diabetes Management



Essentials in Primary Care Summer Conference

Trial
LEADER [39]

SUSTAIN-6 [40]

AWARD- [41]

REWIND [42]

Kristensen et. al.
meta-analysis [43]

AMPLITUDE-O [44]

Year Published
2016

2016

Treatment (s)

Liraglutide vs. placebo

Semaglutide vs. placebo

Dulaglutide vs. insulin
glargine

Dulaglutide vs. placebo

GLP-1's

Efpeglenatide vs. placebo

Primary or Secondary
Secondary

Secondary

Secondary

Secondary

Tuesday, July 8, 2025

Kidney Outcome
Diabetic Nephropathy
Macroalbuminuria, doubling of serum

creatinine, Creatinine clearance < 45 mL/min
or KRT

eGFR and UACR

300 mg/g > UACR in lower baseline
concentration, sustained 30% > eGER
decline, KRT
New-onset macroalbuminuria, decline in eGFR,
progression of kidney disease or death of
kidney cause
Incident microalbuminuria > 300mg/g, increase
in UACR of at least 30% from baseline,
sustained eGFR decrease > 40% for > 30 days,
KRT for 90 days or more, eGFR < 15 for 30 days
or more

Results
HR 0.78 (95% CI 0.67-0.92)

HR 0.64 (95% CI 0.46-0.88)

A decline in eGFR of the
insulin arm but not in the
higher-dose dulaglutide arm
HR 0.85 (95% CI10.77-0.93)

HR 0.83 (95% CI 0.78-0.89)

HR 0.68 (95% CI 0.57-0.79)
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A First Major Kidney Disease Event B First Kidney-Specific Component Event
35

Hazard ratio, 0.76 (95% Cl, 0.66-0.88) Hazard ratio, 0.79 (95% Cl, 0.66-0.94)
P=0.0003

Semaglutide
Semaglutide

12 18 24 30 36 42 48

T T T T T T T
12 18 24 30 36 42 438

Percentage of Participants
Percentage of Participants

%

T T T T T T
T f T T T T T T
12 18 24 30 36 42 6 12 18 24 30 36 42 48

Meonths since Randomization Months since Randomization

No. at Risk No. at Risk
Placebo 1766 1736 1682 1605 1516 1408 1043 660

Placebo 1766 1736 1682 1605 1516 1408 1048 660 354
Semaglutide 1767 1738 1653 1640 1572 1489 1131 742 Semaglutide 1767 1738 1603 1640 1572 1489 1131 742 302

C Death from Cardiovascular Causes

15 Hazard ratio, 0.71 (95% €1, 0.56-0.89)

Semaglutide
Semaglutide

R S S S R

12 18 24 30 36 42 43

Placebo

| Difference in annual slope, 1.16 mlfmin/1.73 m?
(95% Cl, 0.86-1.47)

P<0.001

Percentage of Participants

eGFR (mlfmin/1.7 3m

T T T T T T T T
12 18 24 30 36 42 012 52 104 156

Meonths since Randomization Months since Randomization

No. at Risk No. at Risk
Placebo 1766 1737 1697 1641 1601 1544 1185 772 Placeba 17661663 15731609 1490 1441 1284 B76 609 199
Semaglutide 1767 1739 1703 1665 1627 1583 1234 338 Semaglutide 17661665 15901606 1521 1468 1345 952 651 218
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Urine albumin/creatinine ratio, ratio to baseline

UACR ratio to baseline

ETR 0.68 (95% CI: 0.62; 0.75)

ot 2 2 P i 04 130 156

1766 1656 1578 1582 1493 1454 935
1766 1655 1548 1581 141 1423 1259 a52

Time since randomisation (weeks)

Tuesday, July 8, 2025
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Stimulate insulin secretion in response to glucose, suppress
glucagon release, slow gastric emptying, and enhance satiety.

- Significant reduction in HbAlc
- Reduces postprandial and fasting blood glucose levels

- Reduces HbA1c by 1.0% to 1.8% (depending on the agent and
dose)

- Significant weight loss (average of 5-10% body weight) due to
appetite suppression and slower gastric emptying

- Onset of action can be gradual; typically takes a few weeks to
months for optimal effects

- Nausea, vomiting, diarrhea, constipation, risk of pancreatitis,
possible risk of thyroid tumors (in animal studies)

- Some agents (e.g., liraglutide, dulaglutide, semaglutide) show

positive effects on cardiovascular outcomes (e.g., reduced risk of

cardiovascular events)

- Reduce albuminuriaand reduce risk of progression of CKD
- Semaglutide

- Low risk of hypoglycemia when used alone, but risk increases
when combined with other insulin-stimulating agents or insulin

- Type 2 diabetes with obesity or those needing weight loss,

Inhibit sodium-glucose cotransporter 2 in the kidneys,
preventing glucose reabsorption, leading to increased
glucose excretion in urine.

- Significant reduction in HbAlc (eGFR 2 45)

- Reduces postprandial and fasting glucose levels, but largest
effect is on lowering postprandial glucose

- Reduces HbA1c by 0.5% to 1.2%

- Moderate weight loss (3-5% body weight) due to caloric
loss from glucose excretion in urine

- Onset is generally quicker (within days), with sustained
effects

- Urinary tract infections, genital fungal infections, increased
urination, dehydration, hypotension

- Proven benefits in reducing cardiovascular risk (e.g.,
empagliflozin, canagliflozin)

- Reduce albuminuria and reduce risk of progression of CKD
- Very low risk of hypoglycemia, as they don’t increase insulin
secretion, but background therapies (SFUs or insulin) may

need adjusted

- Type 2 diabetes with cardiovascular disease, heart failure,

particularly if cardiovascular protection (and/or CKD risk

N N CKD
reduction) is needed id

GLP-1 receptor agonists generally lead to a more substantial reduction in HbAlc (1.0% to 1.8%) compared to SGLT-2 inhibitors (0.5% to 1.2%).
*Both classes are effective in improving glycemic control, but GLP-1 receptor agonists may offer a slightly greater reduction in HbAlc
eparticularly in setting of lower eGFR values (< 45)

SGLT-2i Efficacy and eGFR

SGLT-2 inhibitors still offer moderate glycemic control benefits as eGFR
drops, but their efficacy diminishes significantly at lower eGFR levels

1. eGFR > 45-60 mL/min/1.73m?: SGLT-2 inhibitors are most effective in this
range, with robust HbAlc lowering and additional benefits for kidney
function

2. eGFR 30-45 mL/min/1.73m?: The HbA1lc lowering effect is reduced,
but diabetic kidney disease and heart failure patients can still benefit,
and careful monitoring is essential

3. eGFR < 30 mL/min/1.73m?: At this stage, SGLT-2i are added for CHF and

CKD benefits, and can continued all the way down to start of dialysis

- However, eGFR > 20 at time of initiation recommended for empagliflozin and > 25 for
dapagliflozin

Kevin Pantalone, DO
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REDUCTION IN DIABETES COMPLICATIONS

Blood Pressure Lipid

Management
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Hypertension Guidelines 2025

10.1 Hypertension is defined as a systolic blood pressure =130
mmHg or a diastolic blood pressure 280 mmHg based on an average
of two or more measurements obtained on two or more occasions. A

10.4 The on-treatment blood pressure goal is <130/80 mmHg, if it
can be safely attained. A

Cardiovascular Disease and Risk Management: Standards of Care in Diabetes—2025 Diabetes Care 2025;48(Supplement_1):S207-S238

17

Randomized Controlled Trials of Intensive versus

Standard Hypertension Treatment Strategies

Table 10.1—Randomized controlled trials of intensive versus standard hypertension treatment strategies

Clinical trial Population Intensive Standard Outcomes

ACCORD BP (35) 4,733 participants with SBP target: SBP target: o No benefit in primary end point:
T2D aged 40-79 <120 mmHg 130-140 mmHg composite of nonfatal MI, nonfatal
years with prior Achieved (mean) Achieved (mean) stroke,_and CVD death
evidence of CVD or SBP/DBP: SBP/DBP: ® Stroke risk reduced 41% with

multiple
cardiovascular risk
factors

ADVANCE (36) 11,140 participants
with T2D aged
=55 years with
prior evidence of
CVD or multiple
cardiovascular risk

factors

HOT (37) 18,790 participants,
including 1,501 with

diabetes

119.3/64.4 mmHg

Intervention: a single-
pill, fixed-dose
combination of
perindopril and
indapamide

Achieved (mean)
SBP/DBP:

136/73 mmHg

DBP target:
=80 mmHg
Achieved (mean):
81.1 mmHg, =80
group; 85.2 mmHg,
=90 group

135/70.5 mmHg

Control: placebo

Achieved (mean)
SBP/DBP:
141.6/75.2 mmHg

DBP target:
=90 mmHg

intensive control, not sustained
through follow-up beyond the
period of active treatment

* Adverse events more common in
intensive group, particularly
elevated serum creatinine and
electrolyte abnormalities

Intervention reduced risk of primary
composite end point of major
macrovascular and microvascular
events (9%), death from any cause
(14%), and death from CVD (18%)

® 6-year observational follow-up
found reduction in risk of death in
intervention group attenuated but
still significant (242)

In the overall trial, there was no
cardiovascular benefit with more
intensive targets

® In the subpopulation with diabetes,
an intensive DBP target was
associated with a significantly
reduced risk (51%) of CVD events

Cardiovascular Disease and Risk Management: Standards of Care in Diabetes - 2023. Diabetes Care 2023;46(Suppl. 1):S158-S190
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SPRINT (43) 9,361 participants SBP target: SBP target: ® Intensive SBP target lowered risk of
without diabetes <120 mmHg <140 mmHg the primary composite outcome
Achieved ( ) Achieved (mean): 25% (M1, ACS, stroke, heart failure,
121.4 mmHg 136.2 mmHg and death due to CVD)
e Intensive target reduced fsk of
death 27%
« Intensive therapy increased risks of
electrolyte abnormalities and AKI

STEP (34) 8,511 participants aged SBP target: SBP target: * Intensive SBP target lowered risk of
60-80 years, <130 mmHg <150 mmHg the primary composite outcome
including 1,627 with Achieved (mean): Achieved (mean): 26% (stroke, ACS [acute MI and
diabetes 127.5 mmHg 135.3 mmHg hospitalization for unstable angina],

acute decompensated heart failure,
coronary revascularization, atrial
fibrillation, or death from
cardiovascular causes)

e Intensive farget requced msk of

cardiovascular death 28%
« Intensive therapy increased risks of
hypotension

ACCORD BP, Action to Control Cardiovascular Risk in Diabetes Blood Pressure trial; ACS, acute coronary syndrome; ADVANCE, Action in Diabe-
tes and Vascular Disease: Preterax and Diamicron MR Controlled Evaluation; AKI, acute kidney injury; CVD, cardiovascular disease; DBP, dia-
stolic blood pressure; HOT, Hypertension Optimal Treatment trial; MI, myocardial infarction; SBP, systolic blood pressure; SPRINT, Systolic
Blood Pressure Intervention Trial; STEP, Strategy of Blood Pressure Intervention in the Elderly Hypertensive Patients; T2D, type 2 diabetes.

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 MARCH 27, 2025 VOL. 392 NO.12

Intensive Blood-Pressure Control in Patients with Type 2 Diabetes

¥.Bi,** M. Li,** Y. Liu, T.Li,* ). Lu,** P. Duan,* F. Xu,* Q. Dong,’ Ailiang Wang,* T. Wang,'* R. Zheng,'? Y. Chen,*
M. Xu,** X. Wang,’ Xinhuan Zhang, Y. Niu," Z. Kang,' C. Lu,* Jing Wang,* X. Qiu,” An Wang,** §. Wu,***
J- Niu,'*** Jingya Wang," Z. Zhao,** H. Pan,® X. Yang,” X. Niu,* S. Pang,* Xiacliang Zhang,* Y. Dai,” Q. Wan,*
S.Chen,” Q. Zheng,* 5. Dai,” ). Deng,'? L. Liu,” G. Wang,** H. Zhu,”* W. Tang,* H. Liu,** Z. Guo,” G. Ning,**
J.He® Y. Xu,'? and W. Wang,"* for the BPROAD Research Group*

ABSTRACT
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+ 12,821 adults
» Mean age, 64 years
« Men: 55%; Women: 45%

hine

At 1 year of follow-up

Standard: Mean SBP 133.2 mm Hg

Standard treatment

Intensive: Mean SBP was 121.6 mm Hg

Systolic Blood Pressure (mm Hg)

5663 5555
5612 5474

15 15
21 21

Kevin Pantalone, DO
Type 2 Diabetes Management




Essentials in Primary Care Summer Conference Tuesday, July 8, 2025

] Hazard ratio, 0.79 (95% Cl, 0.69-0.90)

The primary outcome was a
composite of nonfatal stroke,
nonfatal myocardial infarction,

treatment or hospitalization for
heart failure, or death from
cardiovascular causes.

Standard treatment

Intensive treatment

Cumulative Hazard of a
Primary-Outcome Event

Year

No. at Risk
Standard treatment 6407 4626
Intensive treatment 6414 4692

Table 3. Adverse Events.*

Intensive Treatment Standard Treatment
‘Outcome (N=6414) (N=6407)

No. of Percentage of No. of Percentage of
Events Participants Events Participants

Serious adverse eventi 2340 36.5 2328 36.3 1.00 (0.94-1.06)
Conditions of interest{
Arrhythmia . . 1.01 (0.72-1.41)
Electrolyte abnormality . X 1.03 (0.65-1.64)
Injurious fall g | 1.06 (0.75-1.51)
Symptornatic hypotension 3 B 7.92 (0.99-63.34)
Syncope . g 1.00 (0.41-2.39)
Acute renal failure . . 0.79 (0.21-2.95)
Clinical safety alerts§
Serum sodium <130 mmol/liter 46 . 47 . 0.97 (0.65-1.46)
Serum sodium >150 mmol/liter 22 X 25 . 0.88 (0.49-1.56) 0.65
Serum potassium <3.0 mmol/liter 32 . 33 . 0.97 (0.60-1.58) 0.90

Serum potassium >5.5 mmol/liter 177 I 125 L 1.41(1.12-1.77) 0.003

* Patients were counted only once for each adverse event.
1 Serious adverse events were events that were fatal or life-tt ing, resulted in ial or p disability, resulted in or prolonged
hospitalization, or were important medical events that i ig judged to rep ial hazards or harm to research partici-

ints.
1 Conditions of interest were a selected list of events that were serious adverse events or led to an emergency department visit.
§ Data were missing for 184 patients in the intensive-treatment group and 187 patients in the standard-treatment group.

Kevin Pantalone, DO
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Recommendations for the Treatment of Confirmed [N
Hypertension in Nonpregnant People With Diabetes &

Start one agent Lifestyle management Start two agents

Start ACEi or ARB or Start two drugs from Start ACEi or ARB and
CCBt or diuretict Start ACEi or ARS ACEi or ARB, CCBt or diuretict CCBf or diuretict

Assess BP management and adverse effects

Kevin Pantalone, DO
Type 2 Diabetes Management
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Assess BP management and adverse effects

Add agent from Consider change to
complementary drug class: alternative medication:
= ACEior ARB » ACEior ARB
= CCBt « CCBt
= Diuretict « Diuretict

Assess BP management and adverse effects

Not meeting goal or adverse effects using
a drug from each of three classes

Consider additi ineralocorticoid receptor antagonist;

Continue therapy refer to specialist with expertise in BP management

Y

REDUCTION IN DIABETES COMPLICATIONS

Agents With
Glycemic Blood Pressure Lipid i l
it and Kidney

Benefit

= || @\ Y £

(o]
o
o
(o]

=10
—=J°

() LIFESTYLE MODIFICATION
AND DIABETES EDUCATION

28
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Lipid Management for Primary Prevention of Atherosclerotic Cardiovascular Disease
Events in People With Diabetes in Addition to Healthy Behavior Modification

Consider statin therapy if there

In people 20-39
are additional ASCVD risk factors.

years of age

Use moderate-intensity statin
therapy in those without
ASCVD risk factors.

In people 40-75
years of age
Use a high-intensity statin in
those with =1 ASCVD risk factor,
with an LDL cholesterol goal of
<70 mg/dL (<1.8 mmol/L).

Continue current statin
therapy or consider initiating a
moderate-intensity statin after

weighing benefits and risks.

In people >75
years of age

Use bempedoic acid for those
who are statin intolerant.

It may be reasonable to add
ezetimibe or PCSK9 inhibitor to
maximum tolerated statin therapy
if LDL goal is not achieved.

Kevin Pantalone, DO
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Lipid Management
Statin Treatment—Secondary Prevention

Lipid Management for Secondary Prevention of Atherosclerotic Cardiovascular Disease Events in People With Diabetes

. Lo . Add ezetimibe or a PCSK9- Use an alternative lipid-lowering treatment for those
Use.hfestyle and high-intensity directsd therapy with who are statin intolerant:
statin therapy to renduce LbL demonstrated benefit if LDL . PCSK9 inhibit ith | I
cholesterol by 250% from _> cholesterol goals are not _> ~r Inibrior With monaciona
baseline to a goal of <55 mg/dL t g tolerated antibody treatment
{<1.4 mmol/L). met on maximum tolerate «  Bempedoic acid
statin therapy. «  PCSK9 inhibitor with siRNA inclisiran

Cardiovascular Disease and Risk Management: Standards of Care in Diabetes—2025 Diabetes Care 2025;48(Supplement_1):S207-S238

31

Case 2

* A 59-year-old man returns for continued management of T2D, which
was diagnosed 15 years ago.

* He was initially treated with oral agents, but he has been receiving
insulin therapy for the past 5 years.

* His A1C level has ranged from 7.0% to 9.0% over the past few years.
* Most recent A1C measurement was 7.3%.

* He has chronic kidney disease and macroalbuminuria.

* Peripheral neuropathy is well controlled with pregabalin.

* He also has hypertension and hyperlipidemia.

32
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Case 2: Current Meds

Metformin, 1000 mg twice daily

Insulin aspart, 10 units before meals (3 times daily)

Insulin degludec, 30 units at bedtime
Lisinopril, 40 mg daily

Aspirin, 81 mg daily

Clopidogrel, 75 mg daily

Metoprolol tartrate, 50 mg twice daily
Chlorthalidone, 25 mg once daily
Rosuvastatin, 10 mg once daily

33
Case 2
Physical Exam Laboratory test results
° Welght is 225 |lbs, BMI = 34 kg/m2 . Electrolytes’ normal
" 8P 1.34,/82 mm Hg, HR 74 bpm : * Serum Cr 1.5 mg/dL (0.7-1.3)
* 1+ pitting edema and 2+ dorsalis
pedis pulse in the bilateral lower * eGFR 50 mL/min per 1.73 m?
extremities b _ 0
* His lungs are CTAX2, and heart RRR ABIES 72
with no audible murmur * Urine albumin-to-creatinine
* There is decreased sensation to 10-g ratio = 520 mg/g Cr
monofilament testing on the distal _
plantar aspect of his feet bilaterally * Normal: <30 mg/g Cr
34
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Which of the Following Medications Should Be Started
as the Best Next Step in This Patient’s Treatment?

. Losartan
Aliskiren

. Amlodipine
. Dapagliflozin

QW >

O

@ CONTINUING EDUCATION COMPANY

35

Use of Glucose-Lowering Medications in the Management of Type 2 Diabetes

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT
EDUCATION AND SUPPORT; SOCIAL DETERMINANTS OF HEALTH

Goal: Cardiovascular and Kidney Risk Reduction in
High-Risk Individuals with Type 2 Diabetes*

[ +ASCVD' ] [ :";:iéav';’f‘:: ] ‘ ’ [ +Weight ve n
oAschlhdlcalon of high CVD risk~ l l
FevE— tor welght
R - B W;-fgfg == *In People with HF, CKD, Established CVD,
—l4 or Multiple Risk Factors for CVD, the
ot | > Decision to Use a GLP-1RA or SGLT-2i
Efficacy for glucose lowering ) )
e ory g with Proven Benefit Should Be Made
| Irrespective of Background Use of
VBT ] | ammnssteom e Metformin
LA
T ."....mnm . or A1C
i AIC is above goal or significant hypoglycemia or

H additional cardiovascular
‘matabolic comorbidith

and kidney reduction,
ios, and/or giycomic lowering is neoded ~ hyperalycemia or barriers to care are idontified

b4

[ +Mitigating risk of MASLD or MASH

Agents with potential benefit in MASLD or MASH
GLP-1 RA, dual GIP 2

lement_1):5181-S206.
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Correct Answer (D) Dapagliflozin (SGLT-2i)

* This patient has T2D, CKD, and macroalbuminuria
* Patient had A1C of 7.3%

e Even if A1C was < 7% still an indication to initiate an SGLT-2i for renal risk reduction

* Nicely compliment regimen of insulin therapy (MDI) to help reduce glycemic
variability

* SGLT-2i will provide a way of the body to dispose of excess glucose independent of
insulin action (complementary and synergistic effect)

* BP above target
* Likely will obtain mild BP lowering effect with SGLT-2i in this patient

Heerspink HJL et al. N Engl J Med 2020; 383:1436-1446.

37
CREDENCE-Renal Outcomes*
Primary Outcome: ESKD, Doubling of Serum Cr, Renal Death, CV Death
& 397 Hazard ratio, 0.70 (95% Cl, 0.59-0.82)
£ 25 P=0.00001 aceb
> 20 Placebo
=
© 154
-
2 104
“n 5 Canagliflozin
= -
2
E 0 I I T T T T |
0 6 12 18 24 30 36 42
All patients had T2D, eGFR 30-90 mL/min/1.73m? and urinary albumin:Cr > 300 to 5000 mg/g,
and were treated with renin-angiotensin system blockade (ACE/ARB)
Perkovic V et al. N Engl J Med. 2019 Jun 13;380(24):2295-2306. * Included only patients with T2D
38
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Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
P<0.001

Placebo

Dapagliflozin

Cumulative Incidence (%)

Months since Randomization

HR, 0.72 (95% Cl, 0.64—0.82); P<0.001

Placebo

Empagliflozin

T T | Placebo

15 20 25
/ Empagliflozin

T T T 1
1.0 L5 2.0 2.5

Years of Follow-up

Percentage of Patients

Kevin Pantalone, DO
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Other Answer Options

A) Inthe ONTARGET trial, the combination of ACE/ARB was associated with more adverse events
without an increase in benefit. For these reasons, addition of the ARB losartan is incorrect.
ACE/ARB combination therapy is not recommended.

B) Aliskiren, a direct renin inhibitor, should not be added to the regimen of a patient treated with
an ACE inhibitor or ARB. The ALTITUDE study (Aliskiren Trial in T2D Using Cardiorenal Endpoints)
failed to identify a benefit of aliskiren as an adjunct to therapy with an ACE inhibitor or an ARB
and found that vs. placebo, aliskiren was associated with more cases of nonfatal stroke, renal
complications, hyperkalemia, and hypotension.

C) Amlodipine may lower BP < 130/80, but will not provide the significant reduction in UACR

afforded by RAASI or SGLT-2i, and will not address the residual A1C elevation observed in this
patient. If BP remained above target, despite SGLT-2i, this would be a reasonable option.

Parving H et al. N Engl J Med 2012; 367:2204-2213.
Yusuf S et al. ONTARGET Investigators. N Engl J Med. 2008;358(15):1547-1559.

41

Glycemic Control Is Still Important!

* HbAlc: Average glycemia during the past 3 months

* Continuous glucose monitors provide real-time feedback to patients in terms of
their BG control, and often pick up more detailed information regarding overall
BG control, via Time-in-Range, than the HbA1c alone

* CGM allows one to identify the areas where improved glycemic control are
necessary, or unrecognized hypoglycemia

42
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Undetected hyperglycemia

Blood glucose (mg/dL)

SMBG, self-monitoring of blood glucose.

THE MANY FACES OF A 7% A1C

(and an average blood glucose of 154 mg/dD)

-7,. L R R

u-o 12 am | 12:? 12am

40%  40% :
High In-Range
. * - 100% In-Range

20%

Low
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. Guardian Connect or

S EE Guardian3 or 4

G7

Type rtCGM rnCGM isSCGM rtCGM rtCGM ntCGM

Maximum 10 days 10.5 days 15 days 7 days 365 days
wear time

Warm-up time 2 hours <30 min 1 hour <2 hours 24 hours

Calibrations Optional Optional None Optional After 14 days,
Weekly

Water Depth 8 feet, 8 feet, 3 feet 8 feet 3.28 feet
24 hours 24 hours 30 min 30 min 30 min

Data Platform Dexcom Clarity Libre View Carelink Eversense Data
Management
System

Kevin Pantalone, DO
Type 2 Diabetes Management
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Personal CGM Comparison (Continued)

Dexcom G6 Dexcom G7 Libre 2+ Libre3+ Guardian 4 Eversense
FDA Abdomen Upper Upper arm Upper Upper arm
approved sites (ages2+) arm (ages 7+) arm, abdomen
Upper buttocks Upper buttocks Upper
(ages 2-17) (ages 2-6) buttocks (ages
2-13)
Approved in No Yes Yes No No
pregnancy
Transmitter 3 months Disposable Disposable Charge weekly  Charge daily
FDA 22 22 22 =2 =18
approved ages
(years)
Drug interactions  Hydroxyurea Hydroxyurea Vitamin C Acetaminophen  Tetracycline
Hydroxyurea antibiotics,
mannitol
Insulin Pump Omnipod 5, iLet, Omnipod 5, iLet,  T:Slim X2 Medtronic 780G Sequel Twist
Compatibility Mobi, T:Slim X2 Mobi, T:Slim X2 Omnipod 5, iLet

Product user guides: Dexcom G6, Dexcom G7, Libre 2, Libre 3, Medtronic
Guardian Connect, Guardian 4, Eversense

47

Steady -
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Overview

T4 days | Tus Aug 27, 2024 - Mon Sep §,2024

Glucose

pexcom
I BEARRY

Average Glucose

180...

‘Standard Deviation Gm

52 mya 7.6.

Insulin

Timein Range
9% Very High
35% High

56% In Range
0% Low
0% Very Low

Target Range:
To-isamg/dL

. 42% Fast-Acting
157 widay
58% Long-Acting
21.9 widay

Average Total Average Fast-Acting

37.6 woxy 2.1 sosesyoay

Top Pattems

| Bomiehadapattemof daytimeihs
' Bonnie’s best glucose day was

Bonnie's glucose date wesin the terget range about 72% of the day.

AGP Report

August 15,2024 - August 28, 2024 (14 Days)

August 15,2024 - August 28, 2024
Time CGM Active:

Rangss Ana Targets For
Gucoss

Target Range 70-150 mgiaL
‘Below 70 mgraL
‘Below 54 miaL
Above 130 mgiaL
ADove 250 mgiaL

Type 1 0r Type 2 Diabetes
Targsts % o Reagings MmeiDay)
Grzater man T0% (16h 48min)
Less an 4% (samin}

Less han 1% [14min}
Less than 25% (5n)
Lesshan 5% (1n 12min)

Eacn 5% increase in ngaL) is canicaily

Average Glucose
Glucose Management Indicator (GMI)
Glucose Variability

214 mgm.
8.4%
37.9%

Defined as percent cosfficlant of varlation [%CV): target s36%

Very High -zs0mgaL

High se1-250mgae

Tuesday, July 8, 2025

LibreView

29% (onsemin)

Target Range 7o-1a0mgaL

Low s«-semgaL

31% nzsmin
3% aamin

Very Low s mgiL

0% (omin)
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T1D & T2D Older / High-Risk: Pregnancy:
T1D & T2D T1D

Target time .
> 250 mg/dL Target time

0/
(@39 mmoliL) [ <5%

>180 mg/dL < 25% >140 mg/dL

< 25%
(10.0 mmol/L) (7.8 mmol/L) °

Target Range: Target Range:

- L )
adacomeit T

by y (3.5-7.8 mmol/L)

< 70 mg/dL (3.9 mmol/L)

<54 mg/dL (3.0 mmoliL) < 63 mg/dL (3.5 mmol/L)

<54 mg/dL (3.0 mmol/L)

Kevin Pantalone, DO
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