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Case Study 1 - Jim

* 62-year-old man presents for management of T2D, 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 daily, and
lisinopril/hydrochlorothiazide, 20 mg/12.5 mg once daily, and hyperlipidemia
controlled with atorvastatin, 80 mg daily

+ BP 138/84 mmHg, HR 66 beats/min

*  Weight is 176 lbs, BMI = 31 kg/m?

(©) CONTINUING EDUCATION COMPANY

Case Study 1 — 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 demonstrated oral version also affords CV risk reduction

Marso SP et al. N Engl J Med. 2016;375(19):1834-1844.
Husain M et al. N Engl J Med. 2019; 381 (9):841-851.
McGuire DK et al. N Engl J Med. 2025; 392(20):2001-2012.
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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
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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

gf‘z;&;;ﬂn' 0.76 (95% Cl, 0.66-0.88) Hazard ratio, 0.79 (95% Cl, 0.66-0.94)

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 1632 1605 1516 1408 1048 660

Placebo 1766 1736 1682 1605 1516 1408 1043 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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5 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)
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SGLT-2i Vs GLP-1 RA

GLP-1 RA or dual

SGLT2i GIP/GLP-1 RA Combination
*
U_ Effect on A1C N VI /edd Y Effects of SGLT2i,
_ Effect on weight N2 N N N A NN GLP-1-based therapies
1 Effect on BP J J I and cor.nbma.tlon
. therapy in patients
1] Effect on lipids /Lt V/dd* N2 with T2D
@ Risk of ASCVD PEYWREIIZTR **4,0, A | moderate decrease
. || high decrease
Risk of stroke A A4 A4 ||| very high decrease
@ Riskof HF Jid NYE S VR bbb < neutral effects
% Risk of CKD Il AR R NRURA 1 moderate increase
Genital infections (N © (N
™ Gl adverse effects & 9 9
*Effects are more marked with dual GIP/GLP 1RA; tSLGT2i modestlydecrease (nglycendes and increase HDL cholesterol but simultaneously increase LDL cholesterol; tProtection from ASCVD with SGLT2i may be
to those in Y p! SGLP-1RA may d isk of t HF, be neutral on HF events in those with HFpEF, but increase the risk of adverse events in HFrEF;

** Results from the FLOW trial provide evidence that GLP-1 RAs (sgeclﬂcally sc semaglutide) reduce the risk of CKD progression; IGLP-1 RA predominantly reduce albuminuria with a mostly neutral effect on eGFR; among
those with previous CKD, GLP-1 RA may also slow the decline in eGFR; dual GIP/GLP-1 RA may have a greater effect on eGFR decline than GLP-1RA.

*** CVOTs with SGLT-2iand GLP-1RA are and i and robust results.
BP = blood pressure; Gl = gastrointestinal; HDL = high-density lipoprotein; LDL = low-density lipop!
Vale C et al. Diabetes Obes Metab. 2025;27:468-481.
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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

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

* eGFR 30-45 mL/min: The HbA1c lowering effect is reduced, but CKD
and HF patients can still benefit; careful monitoring is essential

* eGFR < 30 mL/min: At this stage, SGLT-2i are largely added for HF and CKD
benefits, and can continued all the way down to start of dialysis
- eGFR > 20 at time of initiation for empagliflozin and > 25 for dapagliflozin
- Minimal effect on HbA1lc lowering effect when eGFR < 30 mL/min

14
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Case Study 2 - Jill

» 59-year-old woman returns for T2D management
— Diagnosed 15 years ago

« Initially treated with oral agents, but she has been
receiving insulin therapy for the past 5 years

« A1C has ranged between 7.0% to 9.0% over the past few
years

* Most recent A1C 7.3%

« Comorbidities include HTN, HPL and CKD with
macroalbuminuria

 Peripheral neuropathy is well controlled with pregabalin

@ CONTINUING EDUCATION COMPANY
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Case Study 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

Pregabalin 50 mg twice daily

@ CONTINUING EDUCATION COMPANY
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Case Study 2

Physical Exam Laboratory Test Results
»  Weight is 225 1bs, BMI = 34 kg/m? » Electrolytes, normal
+ BP134/82 mm Hg, HR 74 bpm * Serum Cr 1.5 mg/dL (0.7-1.3)
¢ 1+ pitting edema and 2+ dorsalis * eGFR 50 mL/min per 1.73 m?
pedis pulse in the bilateral lower « HbA1C=7.3%
extremities

+ Urine albumin-to-creatinine
* Lungs are CTAX2, and heart RRR ratio = 520 mg/g Cr

with no audible murmur

* Decreased sensation to 10-g
monofilament testing on the distal
plantar aspect of his feet
bilaterally

— Normal: <30 mg/g Cr

(©) CONTINUING EDUCATION COMPANY

Which of the Following Medications
Should Be Started as the Best Next Step
in This Patient’s Treatment?

Losartan
Aliskiren

Amlodipine

S aw»

Dapagliflozin

@ CONTINUING EDUCATION COMPANY
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Use of glucose-lowering medications in the management of type 2 diabetes
(For recommendations for specific conditions, including non-glucose-lowering medications, refer to pertinent sections)

‘education and support; social datermlnantsof health

Goal: cardiovascularand kidney risk reduction*

dicators of cKD
+ASCVD" h igh CUD risk ! s 72 o st "Aﬂﬁv:m-n( -z m::\m\.m
umx:mmﬂlmw[aﬂ aanmom ofalycemicgoal=
measurement i required to

Matformin or other agent (inciuding.

e
= “
orchviduals on  GLP-1 RA, consicr aatig ‘and obesity
mﬂiwmnrmen beneit o GLP-1RA* With proven CKD benefit
- Piogitazans:

 glycemia is abovageal, for individuals
on SGLT2), consider incomorating
2 GLP-1RA or vice varsa

+ Raforto DSMIES 1o auppart salf-sffcacyin acticvornantof

mert goat
cmﬁmﬂmmw (e, degnosticor personal GOM) to
therapatic:

Agents with proven or potential benefit in MASLD or MASH
‘GLP-1 RA, dual GIP and GLP-1 RA, piogitazone, or combination of GLP-1 RA with piogitazone
Use insulin in the setting of decompensated cithosis
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Hazard ratio, 0.70 (95% Cl, 0.59-0.82)

P=0.00001
Placebo

Canagliflozin

Patients with an Event (%)

Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
P<0.001

Placebo

Dapagliflozin

Cumulative Incidence (%)

Months since Randomization
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HR, 0.72 (95% Cl, 0.64—0.82); P<0.001
Placebo

Empagliflozin

Percentage of Patients

Empagliflozin

1.0 15
Years of Follow-up
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Case Study 3 - Larry

* 62-year-old man who presents for management of T2D,
which was diagnosed 6 years ago

» He takes metformin 1000 mg BID and insulin glargine
20 units daily

* His most recent A1C measurement was 8.3%
* Weight is 212 1bs, BMI = 36 kg/m?

* eGFR = 35 mL/min per 1.73 m?

« UACR normal

(©) CONTINUING EDUCATION COMPANY

Which of the Following Options Is the
Next Best Step in George’s Treatment?

A. Add Glipizide XL
B. Add SGLT21 GLP-1 RA vs. SGLT2i
C. Add GLP-1RA e
D. Increase insulin -A1C
glargine -BMI

@ CONTINUING EDUCATION COMPANY
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Thin graph shows yous data sveruged ove 14 deys

Time in Range
35% Very High
33% High
32% In Range
0% Low
0% Very Low

Target Range:
70-180 mg/dl

Larry had a pattem of nighttime

Sensor usage
Days with data
13/14 cope
Time active

95%

‘Avg. calibrations per day

Larmy had a pattern of ugficant Nighs between B:43 FM and 220 AM.

Larry had a pattem of

highs
Larry had o patrn of segihcant Highv bt 615 AM are 445 P

Lamry's best glucose day was October 23, 2025

Lary's ghicome dutn ws i the target rwege about 45% of the day

a0
0
20
20
B
%0
%

Wednesday, December 10, 2025

Kevin Pantalone, DO

Type 2 Diabetes Management: A Cased-Based Approach for PC




Medical Updates in Primary Care Conference Wednesday, December 10, 2025

Glucose Profiles in T2D

Correcting Fasting/Basal Vs Postprandial Hyperglycemia

“Shifting” Down Plasma Glucose, but Wide
Glycemic Excursions Continue

w

(=

o
1

Before treatment: A1C 9%

Basal only: A1C 7%

Y~ S~ T~

Normal: A1C 5%

200

100

Plasma glucose (mg/dL)

0800 1200 1800 0800
Time of Day

Scheiner G. Postprandial hyperglycemia: it's all in the timing (https://ii i pi com/2010/07/22/postp! ial-hypergly ia-it%E2%80%99s-all-in-the-timing/.) d 10/10/25.
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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 vs. HbAlc alone

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

30

Kevin Pantalone, DO
Type 2 Diabetes Management: A Cased-Based Approach for PC



Medical Updates in Primary Care Conference Wednesday, December 10, 2025

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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gloe

Freestyle
Libre 2+

Maximum
wear time

Warm-up time
Calibrations

Water depth

Alerts/alarms

Data platform

Freestyle
Libre 3+

10 days 10.5 days

<30 minutes
Optional

2 hours
Optional

8 feet, 24 8 feet, 24 hours

hours
High, low, High, low,
predictive low, predictive low 20
rise/fall rate min, rise/fall rate

Dexcom Clarity

Eversense 365

Plus: 15 days

1 hour
None

3 feet, 30 minutes

High, low

LibreView

Wednesday, December 10, 2025

Guardian 4

Optional, required
to enter auto
mode

8 feet, 30 minutes

High, low,
predictive 60 min,
rise/fall rate

CarelLink

Simplera
and
Simplera
Sync

365 days

24 hours

After 14 days,
weekly

3.28 feet, 30
minutes
High, low, predictive
30 min, rise/fall rate

Eversense Data
Management System

Kevin Pantalone, DO
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Personal CGM Comparison (Cont)

Dexcom G6 Dexcom G7  Libre 2 Plus Libre 3 Simplera & Eversense 365
Plus Simplera Sync
FDA ages Abdomen (=2  Upper arm (27 Upper arm 22 years Upper arm 27 Upper arm 218
&approved sites years), years), years years
upper buttocks upper buttocks
(aged 2-17 (aged 2-6
years) years)
Approved in No Yes Yes No No
pregnancy
Transmitter 3 months Disposable Disposable Disposable Charge daily
Frequency of 5 minutes 5 minutes 1 minute 5 minutes 5 minutes
glucose
Drug interactions Hydroxyurea Hydroxyurea Vitamin C Acetaminophen, Tetracycline
hydroxyurea antibiotics,
mannitol
Dexcom. Accessed May 8, 2025. https:// 3.us-west-2. com/en-us/G7-CGM-Users-Guide.pdf; Dexcom. Accessed May 8, 2025. https:// s3 t-2 com/en-
us/G6-CGM-Users-Guide-new.pdf; Abbott. Accessed May 8, 2025. https://www.freestyle.. t/us-en/freestyle-libre-3. ces.html; Abbott. Accessed May 8, 2025. https://www.freestyle.abbott/us-
en/freestyle-libre-3- ces.html; ic. Accessed May 8, 2025. https://hcp.medtronic-diabetes.com.au/sites/ /A g ian_4_sonsor_ifu.pdf; Eversense. Accessed May 8, 2025.

https://www.eversensecgm.com/user-guides/

35
136 steady >
Yo
1102
Dexcom Stelo
Seems more geared to athletes or “health nuts”
* Can be purchased without a prescription
 Price is ~$89/month and they are meant for people not taking insulin
36
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Overview I EEARRY

6 daps | ToeAug 27, 2024+ Sep 5. 2024
Glucose

Average Glucose

180...

‘Standard Deviation Gm

Timein Range
[ 9, Very High

. 35% High

56% In Range
0% Low
0% Very Low

Target Range:
52 roa 7.6. i

Insulin

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

Average Total

37.6 ueey
Top Pattems

Average Fast-Acting
2.1 sosesyoay

| 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)

LibreView

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

14 Days
88%

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

29% (onsemin)

Target Range 7o-1a0mgaL

Low s«-semgaL

31% nzsmin
3% aamin

Very Low s mgiL

0% (omin)
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44-Year-Old Woman, T2D, metformin, SGLT-2i, A1C 7.6%

Overview

e T
Glucose

Average glucose GmI Time in Range Sensor usage

163 3 | podgdag 13/18 2.

73% In Range s aatie
0% Low Q4%
0% Very Low

Standard deviator Coefcrent of Varation Avg. colibrations por dey
40 24.5 bty 0.0
Top Pattems l Pamis best glucose day was November 11, 2025

B —

39

Case Study 4 - Bill

GLUCOSE STATISTICS AND TARGETS TIME IN RANGE'S

May 7, 2025 - May 20, 2025 14 Days
Time CGM Active: 86% Very High »:0 mpa 3% womn

o High 12125 mge 24% (30 tem

56-year-old man
A1C 6.9% ==
-insulin degludec 30 units daily sy B i i
-insulin lispro 8 units at meals

Target Range 7. 120wt T1% (17 2mm

Dehrd 13 percart coeftcant of rarisbon (%CV). target s

AMBULATORY GLUCOSE PROFILE (AGP)

@ CONTINUING EDUCATION COMPANY
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How Should the Insulin
regimen Be Adjusted?

A. Continue basal insulin,
increase prandial insulin

B. Decrease basal insulin,
increase prandial insulin

C. Continue basal insulin,
continue prandial insulin

D. Decrease basal insulin, S 1
continue prandial insulin - 1 -

41

Time in Range

Target Time ; .
Target Time T t Tl
> 250 Mg/DI <5% > 250 Mg/DI - 1:“/ arget Time
(13.9 Mmol/L) (13.9 MmoliL) o
>180 mg/dL < 25% >140 mg/dL <25%
(10.0 mmol/L) (7.8 mmol/L)
>180 mg/dL 0
(10.0 mmol/L) <8l
Target Range:
Target Range:
R > 709
@ 97_‘1)01 3‘311';‘1%115 0% 63-140 mg/dL >70%
o Target Range: (3.5-7.8 mmol/L)
70-180 mg/dL >50%
(3.9-10.0 mmol/L)
<70 mg/dL (3.9 mmol/L) _ <4% >
70 mg/dL <63 mg/dL (3.5 mmol/L) [ < 4%
<1Y — LY
SR gL EmEIL) 1% (3.9 mmol/L) St < 54 mg/dL (3.0 mmoliL) <1%

L 2N
1% of the day is =15 minutes.

Battelino T et al. Diabetes Care. 2019;42(8):1593-1603.
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