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LEARNING OBJECTIVES

1. Review updated Lipid Guideline
iIncluding the role of non-statin means 1o
treat hyperlipidemia

1. Review diabetic management strategies
for the cardiac patient
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Primary Prevention:

Assess ASCVD Risk in Each Age Group
Emphasize Adherence to Healthy Lifestyle

preeclampsia, premature menopause)
Inflammatory diseases [(especially
rheumatoid arthritis, psoriasis, HIV)
Ethnicity (e.g., South Asian ancestry}

Lipid/Biomarkers:

-

Persistently elevated triglycerides
(=175 mg/dL, (2.0 mmol/L))

In selected individuals if measured:

hs-CRP 22.0 mg/L
Lp{a) levels >50 mg/dL or >125 nmol/L

LDL-C =190 mg/dL (4.9 mmol/L)
No risk assessment; High-intensity statin
(Class 1)

Diabetes mellitus and age 40-75 y
Moderate-intensity statin

Y

WA A A 4

Risk discussion:
Emphasize lifestyle
to reduce risk

Risk discussion:
If risk enhancers present
then risk discussion

Risk discussion:
If risk estimate + risk
enhancers favor statin,
initiate moderate-

Risk discussion:
Initiate statin to reduce

| {Class 1)
V. e Y
( —_—_ _— Age Iz_(:'?'? Y - Age 40-75 y and A Diabetes mellitus and age 40-75 y
: B ¥ Smase s hme Tl LDL-C 270-<190 mg/dL Risk assessment to consider high-intensity statin
Lifestyle to prevent or reduce to encourage lifestyle to reduce
ASCVD risk ASCVD risk (21.8-<4.9 mmol/L} (Class l1a)
Diagnaosis of Familial Consider statin if family history without dlabett_es mellitus
Hypercholesterolemia—=> statin premature ASCVD and LDL-C 10-vear ASFVD f"5k pe‘:rcent Age >75y
o 24.1 mmol/L begins risk discussion  J Clinical assessment, Risk discussion
ASCVD Risk Enhancers: I v v
Family history of premature ASCVD <5% 5% - <7.5% 27.5% - <20% =20%
Persistently elevated LDL-C 2160 mg/ “Low Risk” “Borderline Risk” “Intermediate Risk” “High Risk”
dL {24.1 mmol/L)
Chronic kidney disease . . .
Metabolic syndrome v ¢ ¢ i
Conditions specific to women (e.g., 4 h 4 S ™ iy

apoB =130 mg/dL
Ankle-brachial index (ABI) <0.9

7 HEALTH

factors : regat:dlng m_oderate- intensity statin to reduce TRt = 0%
(Class 1) intensity statin therapy LDL-C by 30% - 49% (Class I)
(Class llb)
{Class 1)
\_ y 9 Yy 9 L 4
v
If risk decision is uncertain:
Consider measuring CAC in selected adults:
CAC F zero (lowers risk; consider no statin, unless diabetes, family history of

premature CHD, or cigarette smoking are present)
CAC = 1-99 favors statin (especially after age 55)
CAC = 100+ and/or 275th percentile, initiate statin therapy

Grundy et al 2018 JACC
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Figure 1. Secondary Prevention in Patients With Clinical ASCVD
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Figure 1. Secondary Prevention in Patients With Clinical ASCVD

I : A
(| Mealthylifestyle )

Very high risk of future ASCVD events

* Major ASCVD Events

©)

@)
O
@)

Recent ACS (within the past 12 mo)

History of MI (other than recent ACS event listed above)
History of ischemic stroke

Symptomatic peripheral arterial disease (history of

Very high-risk*
m

claudication with ABI <0.85, or previous revascularization —
or amputation) Dashed
* High-Risk Conditions arrow
o Age>65y indicates
o Heterozygous familial hypercholesterolemia RCT-
o History of prior coronary artery bypass surgery or :::m' but
percutaneous coronary intervention outside of the major is less cost
ASCVD event(s) effective
o Diabetes mellitus Ap——
o Hypertension G :IH::HH = Im{;““
. on udged ma
o CKD (eGFR 15.-59mL/m|n/1.73m2) therapy and LDL-C 570 mg/dL (21.8 mmol/L), or
o Current smoking non-HOL-C 2100 mg/dL (22.6 mmol/L), adding
o Persistently elevated LDL-C (LDL-C >100mg/dL) despite PCSK9-1 Is reasonable
maximally tolerated statin therapy and ezetimibe (Class ha)
o History of congestive HF
Grundy et al 2018
é HEALTH ©OUNIVERSITY OF UTAH HEALTH, 2018
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IMPROVE-IT

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)
100- 40— P=0.016 .
y Simvastatin monotherapy ARR: 2%
90— 50 RRR: 5.7%
80— NNT 50
70- 20- Simvastatin—ezetimibe
*
P 60— 10-
s 504
E 40— 0 T T T T T T |
5 0 1 2 3 4 5 6 7
304
20+
10—
G | | | | | | |
0 1 2 3 4 5 b 7
Years since Randomization
No. at Risk
Simvastatin— 9067 7371 6801 6375 5839 4284 3301 1906
ezetimibe
Simvastatin 9077 7455 6799 6327 5729 4206 3284 1857

Cannon et al. NEJM 2015
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Figure 1. Secondary Prevention in Patients With Clinical ASCVD
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EVOLOCUMAB — (REPATHA)

100-
90—{\___£____.-+
80|
70|
60 |
504 |

404 |

LDL Cholesterol (mg/d)

20

10+

Evolocumab

ol - s

Placebo

Placebo 13,779 13,251 13,151
Evolocumab 13,784 13,288 13,144

Absolute difference (mg/dl) 54 58
Percentage difference 57 61
P value <0.001 <0.001

0 T T T T
04 12 24 16
No. at Risk / \ \

T 1
156 168

Sabatine et al. NEJM 2017

< | Allrocumab (Praluent)

103
05 mg/dl
105+ mgﬁdl mg/d| Placebo —
= 10177230 =
T 9 mg/dl o
g 66 £
3 ™ mgjal[ 29 E
8 ol Alirocumab [ 1 50 E
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] 4 ] 12 16 20 24 28 312 36 40 44 48
Months since Randomization
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FIGURE. Mechanism of LDL-C Reduction via PCSK9 Inhibition*=

PCSKY inhibitor [+) PCSK? inhibitor (-]

PCSKY
imhibitar |/
LOL LOL-C
receptor T} Cytosol
(.L r ) Cell Membrane

DEGRADATION OF

RECYCLING OF LOL RECEPTOR

LOL RECEPTOR

Endosome

(‘““\ TA KE

Without a proprotein convertase subtilisin/kexin type 9 [PCSK9] inhibitor, PCSK? binds to the low-density
lipoprotein [LOL] receptor [LOLR] leading to lysosomal degradation of LOLRs. With PCSK® inhibition [eq,
via moneclonal antibodies [mAb] binding), the binding of PCSKY to LOLRs is blocked, which stimulates
recycling of the LDLR and leads to increased LOLR expression at the cell membrane. The increase in LOL
receptor expression then leads to an increase in low-density lipoprotein chelesterol [LDL-C] binding and
catabolism.

Figure is reprinted with permission from Ahn CH, Choi SH. Diabetes Metab J. 2015;39(2].87-94. Copyright
2015. Diabetes and Metabolism Journal doi: 10.4093/dm).2015.39.2.87. ©@2015 Korean Diabetes Association.
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A Primary Efficacy End Point

146
Hazard ratio, 0.85 (95% Cl, 0.79-0.92) [
P<0.001
1 |
o7 126
Placebo
9.1 Evolocumab
6.0
53

50| 14
. 80- 12-
&
= 704 104
g " :
g 60-
2 5o 6
Q 4
E  40-
T 3 ]
E M 0
Yo a0 0

|

ID_/;
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No. at Risk
Placebo 13,780
Evolocurmab 13,784

13,278
13,351

12 13 24 30 36
Months

12,825 11,871 7610 3690 686

12,939 12,070 777 3746 689

ARR: 1.5%
NNT: 67

Sabatine et al. NEJM 2017

ARR: 1.6%
NNT: 62

100 16+
gﬂ_
80 124

Hazard ratio, 0.85 (95% CI, 0.78-0.93)
P<0.001

Placebo

&
@
¥
§ 60 8- Alirocumab
=
g 504
£ n
S 40-
m
= 30+
E [] L] L] ]
O 20 0 1 2 3 4
lﬂ— _‘=‘—=_’__——_,___——:
ﬂ | T | ]
0 1 2 3 4
Years since Randomization
Mo. at Risk
Placebo g452 8805 2201 3471 629
Alirocumab 9442 2846 8345 1574 653

Schwartz et al NEJM 2018
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PCSK?
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Incremental Cost-Effectiveness Ratio ($/QALY)

100,000

50,000

0

COST EFFECTIVENESS (MID 2018 $)

“Low Value”

“Good Value”

0

Decreasing CV Event Rates <=
Less Relative Risk Reduction

| | I | |
05 1.0

Quality Adjusted Life Years Added by PCSK9 Inhibitor

#- Increasing CV Event Rates

# Greater Relative Risk Reduction
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular Risk Reduction with
Icosapent Ethyl for Hypertriglyceridemia

Deepak L. Bhatt, M.D., M.P.H., P. Gabriel Steg, M.D., Michael Miller, M.D.,
Eliot A. Brinton, M.D., Terry A. Jacobson, M.D., Steven B. Ketchum, Ph.D.,
Ralph T. Doyle, Jr., B.A., Rebecca A. Juliano, Ph.D., Lixia Jiao, Ph.D.,
Craig Granowitz, M.D., Ph.D., Jean-Claude Tardif, M.D., and
Christie M. Ballantyne, M.D., for the REDUCE-IT Investigators*

A Primary End Point
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100+ 30- _
Hazard ratio, 0.75 (95% CI, 0.68-0.83) o

90 P<0.001 e
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Bhatt et al. NEJM Jan 2019
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CARDIOVASCULAR RISK REDUCTION AND
TYPE 2 DIABETES MELLITUS
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UKPDS 33: Intensive Glycemic Control Significantly

Reduces Microvascular Complications
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ESTABLISHED ASCVD OR CKD

ASCVD PREDOMINATES

» Consider adding the other
class (GLP-1 RA or SGLT20)
with proven CWD benefit

» DPP-4i if not on GLP-1 RA
* Basal insulin?

= TZD=

= 5LE

NO

the ather class with
proven CVD benefit!

» DPP-4i {not saxaglipting
in the setting of HF (if
nat on GLP-1RA)

* Basal insulin®

g

1. Provan CWD benafit means it has label indication of reducing CVD evants. For
GLP-1 R4 strongest evidance for limglutide = semaglutide = exenatide sxtendad
release, For SGLTZ| evidence modestly stronger for empaglifiozin > canaglifiozin

2. Be aware that SGLT2| vary by region and individual agent with regard
to indicated kevel of eGFR for initiation and continued use

3. Both empaglificzin and canaglifiozin hawe shown reduction
in HF and reduction in CKD progression in CYOTs

4. Degludes or NOO glargine have demonstrated CVD safety
5, Low dose may be batter tolerated though lass well studied for CVD affects

FIRST-LIME therapy is metformin and comprehensive lifestyle (including weight management and physical activity)
if HbA  above target proceed as below

)

WITHOUT ESTABLISHED ASCVD OR CKD

\

1 n]
AL INERTIA
MDD

Continue with addition of ether agents as outhned above

v v

N

If HbA_above target

— e —

¥

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®

It tripla therapy required or
SGLTH and/or GLP-1 R4 not
tolerated or contraindicated
use regimen with loweast risk of
wiright gain

PREFERABLY

DFP-4i (if not on GLP-1 RA)
based on weight neutrality

6. Choose later genaration SU with lower risk of hypoghcemia

7. Degludec / glargine U300 < glargine U100 S detemir < MPH Insulin
B. Semaghetide = liraglutide > dulaglutide » exapatide > lixisenatide

9. If no specific comorbiditios (e no established CVD, low risk of hypoglycemia,
and lower priomty to avoid weight gain or no weight-related comorbidities)

10, Consider country- and reghon-specific cost of drugs, In seme countries

TZD3 relatively more expensive and DPP-4i relatively cheaper

v

If DPP-di not tolerated or
cantraindicated or patient
already on GLP-1 R4, cautious
addition of;

= S5« TZDE » Basal insulin

HF OR CKD ,L ,L
PREDOMINATES
COMPELLING NEED TO
COMPELLING NEED TO MINIMIZE MINIMIZE WEIGHT GAIN OR COST IS A MAJOR
PREFERABLY HYPOGLYCEMIA PROMOTE WEIGHT LOSS ISSUE®"
SGLT2 SGLT21 with evidence of e -
GLE-1RA with reducing HF and/or CKD
with progression in CVOTs if eGFR DPP-4i GLP-1RA, SGLT2R TZD GLPRA S 1700
o W oo PR 3 v 3 P | cresrror (| S
benefit If SGLT2i nat tolerated or weight lass® J ¥
adequate’ contraindicated or if eGFR loss If HbA, If HbA, If HbA,, If HbA,
than adequate® add GLP-1 RA, above target above target above target above target If Hba, above target
with proven CVD banefit! * \b \b * It ]
.l’ ) GLP-1 RA SGLT2i J J
SGLT2Y SGLT2E oR OR
IfHbA, above target OR OR DPP-di CPP-4i GLP-1 RA TZD® L
W TZD TZD OR OR SELT2I with good
IF further intensification is TZD GLP-1RA ETF.IE:ET fg:
required or patient s now s Aovoid TZD in the waeight loss
unable be tolerate setting of HF ‘L ‘l’ ‘b ‘L \L ‘L
GLP-1 RA& and/or SGLTZI, Choose agents If HbA_ above target J ¥ If HbA_ above target
choose agents demaonstrating demeanstrating CV safety: 1b " ] ¢ 'L
CV safety: » Consider adding =

= Insulin therapy basal
insulin with lowest
acquisition cost
OR

= Consider DPP-41 OR
SGLT2i with lowest
acquisition cost™

i

uawieas] Jwadk9 o1 saydeosddy 2jFojooewieyy

Figure 9.1—Glucose-lowering medication in type 2 diabetes; overall approach. For appropriate context, see Fig. 4.1, ASCVD, atherosclerotic cardiovascular disease; CKD, chronic kidney disease; CV, cardiovascular;
CVD, cardiovascular disease; CVOTs, cardiovascular outcomes trials; DPP-4i, dipeptidyl peptidase 4 inhibitor; eGFR, estimated glomerular filtration rate; GLP-1 RA, glucagon-like peptide 1 receptor agonist; HF, heart failure;
SGLT2i, sodium=glucose cotransporter 2 inhibitor; SU, sulfonylurea; TZD, thiazolidinedione. Adapted from Davies et al. (33).
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Timeline of Major Diabetes
Outcomes Trials

1995 2000

I-Illh-

FDA CVOT Guidance—2008

Blue = Intensive vs standard control using same set of glucose-lowering agent(s)
Purple = Intensive control with a specific agent vs standard care

Red = Placebo- or active-controlled study

* = FDA-mandated cardiovascular safety trial

ACCORD, Action to Conirol Cardicvascular Risk in Diabeles; ADVAMNCE, Action in Drabetes and Vascular Disease: Preierax and Diamicron MR Controlled
Evaluaiion; CANVAS, Canagliflazin Cardiovascular Assessmeni Siudy; DCCT, Diabeles Coninol and Complications Tral: DEVOTE, Trial Comparning
Cardhovascular Salety of Insulin Degludec versus Insulin Glarging in PaBents with Type 2 Diababes at High Rk ol Cardiovascular Evems; EXAMINE, Examindaiion
ol CGardigwascular Culcomas with Alogliptn wirsus Slandard of Cang; ELIXA, Evahmbion of Lixgenatide in Acule Coronary Syndrom; EMPA-REG, EMPA-REG
QUTCOME trial; Exenatide Study of Cardiovascular Event Lowering: LEADER. Lraglutide EHecl and Action in Diabetes: Evaluation of Candiovascular Outcome
Reasulls; ORIGIN, Ouicome Reduction wilh an Initial Glarging Inténsention; PROMCHve, Prospactive Piogitazone Clinktal Trial in Macrgwascular Events; RECORD,
Rosigitazona Evaluated lor Cardicvascular Dubcomes in Oral Agent Combination Tharagy lor Type 2 Diabeates; SAVOR-TIMI, Saxagliplin Assessment of Vascular
Outcomies Recorded in Patients with Diabates Mallitus=Thromibabysis in Myocardial infasciion; STOP-MHIDDM, Study 1o Preven Mon-Insulin-Dependan Diabatas
Medbiis; SUSTAIN, Trial to Evaluabe Cardiovascular and Other Long-Term Ouwicomes wilh Semagiutide in Subjects with Type 2 Digbetes; TECOS, Tral
Evaualing Cardicvascular Outeoimes wah Saaglipting UKPDS, United Kingdom Prospeciive Dighebes Study: VADT, Velerans AMars Dabetes Tral




ARTICLES

Effect of intensive blood-glucose control with metformin on

complications in overweight patients with type 2 diabetes
(UKPDS 34)

UK Prospective Diabetes Study (UKPDS) Group*

Metformin v Diet
1° outcomes:
. Composite of “any DM endpoint”
o  32% RRR (p=0.002)
. DM related death
o  42% risk reduction (p=0.002)
e  All cause mortality
o  36% risk reduction (p=0.01)

2° Analysis Metformin v SU/Insulin
 Composite of “any DM endpoint”
o 26% RRR (p=0.003)
DM related death
o NS (p=0.11)
e All-Cause Mortality
o 29% RRR (p=0.02)



The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 18132 JUNE 12, 2008 VOL. 358 NO. 24

Effects of Intensive Glucose Lowering in Type 2 Diabetes

The Action to Control Cardiovascular Risk in Diabetes Study Group*

A Primary Outcome

254
o 205
&
2 Standard therapy
=
o 154
5
w P=0.16
=
; 104 )
c Intensive therapy
3
o
LY
G T L] T T T T
0 1 2 3 4 5 6
Years
No. at Risk

Intensive therapy 5128 4843 4390 2839 1337 475 448
Standard therapy 5123 4827 4262 2702 1186 440 395

B Death from Any Cause

25
g 20+
2
£
> 154
=
; 10+ P=0.04 Intensive therapy
g
&
5 Standard therapy
0+ T T T 1 T r
0 1 2 3 4 5 6
Years
No. at Risk

Intensive therapy 5128 4972 4803 3250 1748 523 506
Standard therapy 5123 4971 4700 3180 1642 499 480

Primary Outcome:
Annual rate of nonfatal M,
nonfatal stroke or CV death




The NEW ENGLAND

JOURNAL of MEDICINE

ESTABLISHED IN 1812

JUNE 12, 2008

VOL. 3588 NO. 24

The Action to Control Cardiovascular Risk in Diabetes Study Group®

Effects of Intensive Glucose Lowering in Type 2 Diabetes

Table 3. Adverse Events, Clinical Measures, Tobacco Use, and Use of Nonglycemic Medication after Randomization.*

Clinical measures

Weight gain =10 kg since baseline — no.total no. (%) ]

Alanine aminotransferase >3 times ULN — no.ftotal no. (36)§
Low-density lipoprotein cholesterol — mg/dlY
Blood pressure — mm Hg¥
Systolic
Diastolic
Cigarette-smoking status — no. (%]
Current {previous 30 days)
Farmer
Mever
Missing data
Use of nonglycemic medication — no.ftotal no. [3%)
Antihypertensive
Angiotensin-converting—enzyme inhibitor
Aspirin
Beta-blocker

Statin

13935036 (27.8)
515065 (1.0
90.8233.5

126.4+16.7
66.9+10.5

505 {9.8)
2524 [49.2)
2093 [40.9)

6{0.1)

46645127 (91.0)
3512 /5038 (69.7)
3736/4950 (75.5)
23955038 (47.5)
44337 /5039 (33.0)

713/5042 {14.1)
77/5061 (1.5)
50.6+34.0

127 4+17.2
67.7+10.6

508 (9.5)
2457 [48.2)
2143 [41.8)

5{0.1)

4714/5123 (92.0)
3621/5037 (71.9)
3753 /4970 (75.5)
24505037 (43.6)
4475 /5054 (37.6)

Intensive Therapy  Standard Therapy

Variable [N=5128) [N=5123) P Value}

Adverse avents

Hypoglycemia — no. (%) ]

Requiring medical assistance 538 (10.5) 179 (3.5) =0.001 /

| Reguiring any assistance 230 (16.3] 261 (3.1] =0.001 /

Fatal or nonfatal heart failure — no. (%) 152 {3.0) 124(2.4) 0.10

Maotor vehicle accident in which patient was driver — 9/5033 (0.2) 14/5036 (0.3) 0.40

no. ftotal no. (3&)
Any nonhypoglycemic serious adverse event — no. (%) 113 {2.3) 82 (L.6) 0.03
Fluid retention — no.ftatal no. (361 35415053 (70.1)  3378/5054 (66.8)  <0.001

-

<0.001
0.0z
0.74

0.002
=0.001
0.54

0.06
0.0z
0928
0.27
0.54




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Intensive Blood Glucose Control and Vascular
Outcomes in Patients with Type 2 Diabetes

The ADVANCE Collaborative Group*

A Combined Major Macrovascular and Microvascular Events
254

i i Standard
! ! control s
= 20 1 i e
£ : b
8 i s
! )/ Intensive
| 154 ' L control
v .
= 1 g '
- 1 o '
] ! o !
2 104 o
5 A s H
—= '
E i
G 54 puoor =7 | ;
R : :
1 )
1 '
1 '
c T T T ; T T T : T T T
0 6 12 18 24 30 36 42 48 54 60 66
Months of Follow-up
No. at Risk

Intensive 5570 5457 5369 5256 5100 4957 4867 4756 4599 4044 1883 447
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EMPA-REG OUTCOMES TRIAL — NEJM 2015

A Primary Outcome
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Figure 1. Cardiovascula

r Outcomes and Death from Any Cause.

Shown are the cumulative incidence of the primary outcome (death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke) (Panel A}, cumulative incidence of
death from cardiovascular causes (Panel B), the Kaplan—Meier estimate for death from any cause (Panel C), and the cumulative incidence of hospitalization for heart failure {Panel D)
in the pooled empagliflozin group and the placebo group among patients who received at least one dose of a study drug. Hazard ratios are based on Cox regression analyses.
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Cardiovascular Outcomes — Canagliflozin 2017
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Dapagliflozin and Cardiovascular Outcomes
in Type 2 Diabetes
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J.P.H. Wilding, C.T. Ruff, LA.M. Gause-Nilsson, M. Fredriksson, P.A. Johansson,
A.-M. Langkilde, and M.S. Sabatine, for the DECLARE-TIMI 58 Investigators*
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Liraglutide
LEADER 2016
NEJM
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Semaglutide Cardiovascular Outcomes
SUSTAIN-6 (2016)
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Completed and ongoing CVOTs (6-14,39,44-58). 3-P, 3-point; 4-P, 4-point; 5-P, 5-point.
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A CARDIOLOGIST'S PRACTICAL GUIDE TO USING SGLT2|

§ o ®
‘e@ @
| ]
Candidates for ©
° Initiation

Patients with T2DM with or at High Risk
for CV Disease, Already on Metformin

Below individualized HbA1c Target:

Bwitch nen-metformin oral therapies (e.g.
sulfonylureas) to a SGLT2i

Above Individualized HbA1c Target:
Consider SGLT2i initiation

Vardeny et al JACC HF 2019:169-172

Selection of Drug Pre-Initiation
and Dose Safety Screen
Drug Type Stable Hemodynamic and

Canagliflozin, dapaglifiozin, Clinical Status
& empaglifiozin with similar
efficacy profile in reducing o | iation eGFR must

HF events i
Starting Dose 60 mL/min/1.73 m?
(once daily in AM) fmﬂ'i"';i‘:;-

+ Canaglifiozin {100mg)
Dapaglifiozin (5mg)

«  Empagliflozin (10mg)

+ Ertuglifiozin (Smg)

« 45 mLiminf1.73 m#
(canagliflozin,
empagliflozin)

Metformin+SGLT2i
Combination Therapies
Consider to limit non-
adherence and pill burden

Prescription of

SGLT2i

Anticipatory Guidance
Consider diuretic dose
reduction

Patient Counseling

«  Genital/perineal hygiene
Orthostatic hypotension
Regular foot exams
Symptoms of DKA
Avoid excessive alcohol

Multidisciplinary Care
Close communication with
other providers, including
PCPs and endocrinologists

Long-Term Continuation

- . e . e - e e S = S

Follow-up and Monitering

Serial assessment of renal
function, body weights, blood
pressure, and sympltoms

Dose uptitration guided by
need for glycemic control

Ensure adherence to SGLT2i,
other therapies, and

therapeutic lifestyle

Multidiseiplinary care team
follow-up



A Canaglifiozin  Empaglifiozin

Dapaglifiozin -~ Empaglifiozin EMPA-REG initial expanded
Canagliflozin FDA initial FDA OUTCOME  FDA safety CVFDA CANVAS
FDA approval  approval approval trial communication  indication program
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BOTTOM LINE

« Stafins first line for lipid lowering therapy
— Ezetimibe is second line agent.

— PCSK9 inhibitors should be reserved for very high risk patients
with careful consideration to cost

« Significant CV eventreduction has been established
with SGLT2-I and GLP1-RA
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QUESTION

« 65 yo F history of coronary artery disease (10 mo ago w
NSTEMI presentation — mid LAD 90%), HLD, obesity HTN,

« Af time of NSTEMI placed on atorvastatin 40
« 3 weeks after statin initiation she develops petechial rash.

« PCP fransitions fo simvastatin with recurrence of rash, no
further statin challenge given

« Diet-bad (McD weekly, Pepsi, Coke, chips, candy, lots of red
meat)

« Physical activity — sedentary (BMI 41)

UUUUUUUUUUUUUUUU ©UNIVERSITY OF UTAH HEALTH, 2018



NSTEMI RASH Off Statin
Component 8/2017 10/2017 3/2018
Total Cholesterol 169 109 183
LDL Calculated 110 53 77
HDL 25 22 30
Triglyceride 168 169 381
Non-HDL 144 87 153

Agrees to try rosuvastatin 10mg
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QUESTION

nsTEMI | APV 40| ok statin Rosuva 10
Rash
Component 8/2017 10/2017 3/2018 6/2018
Total Cholesterol 169 109 183 124
LDL Calculated 110 53 77 64
HDL 25 22 30 31
Triglyceride 168 169 381 144
Non-HDL 144 87 153 93

What do you recommend in light of the patient’s “on-therapy” lipid profile?

a) No change to therapy

b) Addition of PCSK9 inhibitor Evolocumab

c) Addition of ezetimibe 10mg daily

d) Increase dose of Rosuvastatin to 20mg daily
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