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Alan’s case

Patient with very high cardiovascular risk and type 2 diabetes

Clinical presentation
65-year-old caucasian male

Laboratory values/vital signs

« 8-year history of type 2 diabetes HbA1lc 7.8 (%)

*  9-year history of hypertension Glycemia 141 mg/dL

« 7-year history of dyslipidemia Creatinine 0.87 mg/dL

« 3 years ago - percutaneous coronary intervention GFR EPI-CKD 90.6 ml/min per 1.73m?

for acute anterior wall STEMI ' '

L ACR 14 mg/g

Current medication Lipids Normal

« Metformin 1000 mg twice dalil

. Lisinopril 10 mg dails Y Blood pressure 130/77 mmHg

. Atenolol 50 mg daily Weight 95 kg

- Atorvastatin 40 mg daily BMI 28.99 kg/m?

Aspirin 100 mg daily
Health habits
* no alcohol; non smoker

* No regular meal-times; sedentary lifestyle ...
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Steven’s case
Patient with very high cardiovascular risk and type 2 diabetes

Clinical presentation

73-year-old caucasian male Laboratory values/vital signs

«  12-year history of type 2 diabetes HbA1c 8.4 (%)
«  17-year history of hypertension Glycemia 169 mg/dL
e 18-year history of Dyslipidemia Creatinine 1.08 mg/dL
* No previous CV events GFR EPI-CKD 67.7 ml/min per 1.73m?2
Current medication ACR 24 mg/g
Metformin 1000 mg twice daily Lipids Normal
Ramipril 5 mg daily Blood pressure | 143/86 mmHg
Rosuvastatin 5 mg daily Weight 85 kg
* Aspirin 100 mg daily BMI 26.52 kg/m?2
Health habits e

Smoker (25 cigarettes/day for 25 years); no alcohol
No regular meal-times; sedentary lifestyle

Father died, age 60, of CVD

Brothers with aorto-coronary bypass www, scientificseminars.com
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Cardiovascular risk categories in patients with diabetes

Very high-risk Patients with DM and established CVD

or othertargetorgandamage®

or three or more major risk factors®

or early onset TIDM of longduration (>20 years)

High-risk Patients with DM duration 210 years without target organ damage plus
any other additional risk factor

Moderate-risk Young patients (TADM <35 years; T2DM <50 years) with DM duration <10
years, without otherrisk factors

=Proteinurea, renal impairment defined as eGFR < 30mL/min/1.73m2, left ventricular hypertrophy, or retinopathy.
tAge, hypertension, dyslipidaemia, smoking, obesity

Francesco C, et al. Eur Heart J 2019;00:1-69.
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Choosing glucose-lowering medication for those with
established atherosclerotic cardiovascular disease (ASCVD)

Use metformin unless contraindicated or not tolerated

If not at HbA, target:

- Continue metformin unless contraindicated (remember to adjust dose/stop metformin with declining eGFR)

- Add SGLTZ2i or GLP-1 RA with proven cardiovascular benefit' (See below)

If at HbA, target:

- If already on dual therapy. or multiple glucose—-lowering therapies and not on an SGLT2i or GLP-1 RA, consider switching to one of
these agents with proven cardiovascular benefit' (See below)

OR reconsider/lower individualised target and introduce SGLT2i or GLP-1 RA

OR reassess HbA, at 3 month intervals and add SGLT2i or GLP-1 RA if HbA, goes above target
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If further intensification is required or patient is unable to tolerate - Avoid TZD in the setting of HF
GLP-1 RA and/or SGLT2i, choose agents demonstrating CV safety: Choose agents demonstrating CV safety:
- Consider adding the other class (GLP-1 RA or SGLTZ2i) with - Consider adding the other class with proven CVD benefit’
proven CVD benefit’ - DPP-4i (not saxagliptin) in the setting of HF (if not on GLP-1 RA)
- DPP-4i if not on GLP-1 RA - Basal insulin®
- Basal insulin® - sy’
- TZD*
L - su?
1. Proven CVD benefit means it has label indication of reducing CVD events. For 3. Both empagliflozin and canagliflozin have shown reduction in HF and to reduce
GLP-1 RA strongest evidence for liraglutide = semaglutide > exenatide extended CKD progression in CVOTs
release. For SGLT2i evidence modestly stronger for empagliflozin = canagliflozin. 4. Caution with GLP-1 RA in ESRD
2. Be aware that SGLT2i vary by region and individual agent with regard to 5. Degludec or U100 glargine have demonstrated CVD safety
indicated level of eGFR for initiation and continued use 6. Low dose may be better tolerated though less well studied for CVD effects
7. Choose later generation SU to lower risk of hypoglycaemia

Davies MJ., et al, Diabetologia 2018;61:2461.
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Treatment algorithm in patients with type 2 diabetes

and ASCVD or high/very high CV risk - metformin

treated
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3P-MACE in patients with and W|thout ASCVD

Patients Events Events per Weight HR (95% Cl)
1000 patient-years (%)
Treatment (n)  Placebo (n) Treatment  Placebo

Patients with atherosclerotic cardiovascular disease

EMPA-REG OUTCOME 4687 2333 772 374 439 294 — 0-86 (0-74-0-99)
CANVAS Program 3756 2900 796 341 413 324 —— 0-82 (0-72-0-95)
DECLARE-TIMI 58 3474 3500 1020 36-8 41.0 382 — 0:90 (0-79-1-02)
Fixed effects model for atherosclerotic cardiovascular disease (p=0-0002) > 0-86 (0-80-0-93)

Patients with multiple risk factors

CANVAS Program 2039 1447 215 15-8 155 259 0-98 (0-74-1:30)
DECLARE-TIMI 58 5108 5078 539 13-4 133 741 1-01(0-86-1-20)
Fixed effects model for multiple risk factors (p=0-98) 1.00 (0-87-1-16)
0-|35 O-ISO 1-(IJO 2-|50
+— —>
Favours treatment Favours placebo

Figure 1: Meta-analysis of SGLT2i trials on the composite of myocardial infarction, stroke, and cardiovascular death (major adverse cardiovascular events)
stratified by the presence of established atherosclerotic cardiovascular disease

3P-MACE, 3-point composite of major adverse cardiovascular events (cardiovascular death, nonfatal myocardial infarction and nonfatal stroke;
ASCVD, atherosclerotic cardiovascular disease WWwW. scientificseminars.com Zelniker T, et al. Lancet 2019; 393(10166):31-39.



4° & SCIENTIFIC 4
- SEMINARS

What to do for Alan and Steven
__ . Steven

Life style intervention: mediteranean diet and « Life style intervention: mediteranean diet and
physical activity - 150 min/week of brisk walking physical activity - 150 min/week of brisk walking
« Metformin 1000 mg twice daily « Metformin 1000 mg twice daily
- Empagliflozin 10 mg daily - Dapagliflozin 10 mg daily

After 3 months
HbA1c 7.1 (%) HbA1c 7.6 (%)
Glycemia 127 mg/dL Glycemia 134 mg/dL
Creatinine 0.85 mg/dL Creatinine 1.05 mg/dL
GFR EPI-CKD 91 ml/min per 1.73m? GFR EPI-CKD 70 ml/min per 1.73m?
ACR 15 mg/g ACR 21 mg/g
Blood pressure 127/75 mmHg Blood pressure 134/78 mmHg
Weight 89 kg Weight 81 kg
BMI 27.1 kg/m? BMI 29.7 kg/m?
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