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Today’s Webinar

* Together 2 Goal® Updates

— Webinar Reminders
— Project ECHO Webinar

v
— ADA COVID-19 Resources )
e Cardiovascular Benefit of New @
Diabetes Medications g

— Gretchen Shull, M.D. of Mercy

e Q&A
— Use Q&A or chat feature
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Webinar Reminders

* Webinar will be recorded today
and available the week of June
zznd

— www.Together2Goal.org

e Participants are encouraged to
ask questions using the “Chat”
and “Q&A” functions on the right
side of your screen

©2020 All rights reserved



Project ECHO Webinar s

e Topic: Identifying High-Risk Diabetes Patients for
COVID-19 Triage

* Date/Time: June 24, 2020 from 12:00 — 1:15 pm EST
* Presenter: John Kennedy, M.D.

| €:cctiopmeeres |

https://med.stanford.edu/cme/diabetescovid.html
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https://med.stanford.edu/cme/diabetescovid.html

American Diabetes Association 16

COVID-19 Resources
e ADA COVID-19 Webinar Series

* Live Virtual Events®
e COVID-19 and Diabetes Discussion Forum*
e Special Podcast Series: COVID-19 & Diabetes

COVID-19 ol

e‘&
Get Resources and Information for You and Your Patier &
and Participate in Our Online Forum a;,,’

https://professional.diabetes.org/content-page/covid-19

*ADA membership may be required to gain full access to certain live events
and/or discussion boards

©2020 All rights reserved
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Today’s Featured Presenter
Gretchen Shull, M.D.

Physician Lead
Endocrinology Specialty Council
Vice President of Diabetes Care

Mercy Clinic Endocrinology - Joplin
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Diabetes Treatment

Cardiovascular Considerations

Dr. Gretchen Shull, MD
vice president of diabetes care
Mercy

18 June 2020
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Objectives:

 Recognize CVD as closely connected to DM2
e Reuvisit the evolution of treating DM2 and CVD
e Highlight current guidelines and medications

* Think about strategies to use current/relevant medications

y

|

o |
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The Growing Facts

e >12% of the population has DM
 9.5% of that is DM type 2

* Treatment and science of DM is constantly changing
— 1 endocrinologist per 5200 patients
— Y my personal practice = DM per monthly referrals
— Cannot simply refer

* 14 + different drug classes approved for glucose control

1| Mercyir
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DM type 2 and CVD

 CVD = #1 cause of morbidity and mortality
e Complications attributed to CVD = costs

* Increase financial and physical burdens on patients and
caregivers.

2| Mercyir



Older Studies

Intensive vs Less Intensive Rx

UKPDS (2000)

e Reduced microvascular
complications

¢ No difference in CV
mortality/ MACE

VADT (2009)

e No diff in CV mortality if
Alc < 6.5% but fewer CV
events

s

ADVANCE (2008)

e Reduced microvascular
risks

e No diff in CV mortality if
Alc<6.5%

ACCORD (2008)

e Stat. sig > in CV mortality
and all cause mortality if
Alc < 6%

e No sig reduction in events

| Mercyir



2006-2009 — Conclusions Tﬁ

* Individualized glycemic goals are the answer

* Intense glycemic control is not enough to improve CV
outcomes

e Statin > glucose medications

e 2008 — CV outcomes trials (CVOTs) were mandated by
FDA

— These are conducted to rule out an unacceptable increase in CV
risk for a new treatment

* Event driven with MACE as a primary endpoint
— DPP-4 inhibitors
— GLP-1 agonists
— SGLT-2 inhibitors

1 | MercyTr



Cardiology vs. Diabetes CVOTs

CARDIOLOGY CVOTs CH) DIABETES CVOTs

Aim: Demonstrate CV benefit

Initiation of treatment vs. active comparator

No treatment
adjustment

Difference between treatment arms

Significant reduction in CV outcomes
vs. active comparator

Lower CV risk
vs. placebo/active comparator

@ Novo Nordisk Inc. 2018.

Aim: Demonstrate CV safety

Initiation of blinded treatment/placebo

Maintain similar
HbA1lc levels in
treatment arms

Treatment
adjustment

Small/no difference in HbA1lc
observed between treatment arms

Noninferiority vs. placebo

No unacceptable increase in CV risk
vs. placebo as part of standard care

For Medical Use in Scientific Exchange S ®
novo nordisk



Cardiovascular Qutcomes Trials

Efficacy vs. safety; superiority vs. noninferiority

EFFICACY TRIALS
Aim: Demonstrate CV benefit

Initiation of treatment vs. comparator

No treatment
adjustment

Difference between treatment arms
(e.g., biomarkers such as HbA1c or lipids)

Significant reduction in CV outcomes
vs. active comparator

Lower CV risk vs.
placebo/active comparator

SAFETY TRIALS
Aim: Demonstrate CV safety

Initiation of blinded treatment/placebo

Treatment
adjustment

Maintain similar
HbA1lc levels in
treatment arms

Small/no difference in biomarkers

(standard of care)

(e.g., HbA1c observed between treatment arms)

Noninferiority vs. placebo

No unacceptable increase in CV risk vs.

placebo as part of standard care

@ Novo Nordisk Inc. 2018. For Medical Use in Scientific Exchange




Cardiovascular Outcomes: Major Adverse Cardiovascular
Events (MACEs*)

Non-fatal

Cardiovascular . myocardial
death , infarction

Additional
components

- Y may be
included
* Hospitalization related to CV
* Revascularization procedures
* Heart failure
Novo Nordisk Inc. 2018, For Medical Use in Scientific Exchange h

S e W R novo nordisk.

Non-fatal
stroke

Key components of MACE
(hard endpoints of
atherosclerotic disease)

Additional components for
MACE-plus

1% being distinct from one

*Cross trinl comparsans should be undertaken with caution; direct oo
© 2019 All rights reserved
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Evidence — Multifactorial Interventions

Target Order
* Hyperglycemia * Lifestyle modification
* Hypertension * Medications
e Dyslipidemia - Alc
, — BP
* Obesity _ oL
— Weight
— No harm

18 | MercyilL'



Weight Reduction

Look AHEAD Trial

* >7% weight reduction =+ impact on all CV risks

* >10% weight reduction = 21% decline in CV events

19 | Mercyii"
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Hypoglycemia

* ACCORD & VADT

— Severe hypoglycemia may increase risk of CVD events

— |f DM type 2 and CVD, may increase risk of death if have severe
hypoglycemia

e QOther studies

— DM type 2 with CVD
 More hypoglycemia = more arrhythmias

2 | MercyTl



Lifestyle management as foundation

Beyond Glycemic Effects

Newer Agents

Low risk of hypoglycemia

Neutral / beneficial effect on weight

Weight
reduction

Decreased BP

Some increase
in LDL; total;
HDL

GLP-1

agonist

Weight
reduction

Decreased BP

Reduction in
LDL and TG
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FIRST-LINE therapy is metformin and comprehensive lifestyle (including weight manag. ~ent and physical activity) W g
if HbA, above target proceed as below

REASSESS AND
MODIFY
TREATMENT
N o REGULARLY

(3-6 MONTHS)

N

ESTABLISHED ASCVD OR CKD

Y

WITHOUT ESTAB| ED ASCVD OR CKD

ASCVD PREDOMINATES HF OR CKD i
PREDOMINATES
EITHER/ COST IS A MAJOR
PREFERABLY ISSUE®™®
SGLT2i SGLT2i with evidence of
GLP-1RA with reducing HF and/or CKD EITHER/
with proven progression in CVOTs if eGFR GLP-1RA SGLT2R or - ”
oD adeguate’ CLA-TRA su e
venefit, [ F—----==-= OR ——--———- ";r'th g“‘?d SGLT2i
benefit' if eGFR If SGLT2i not tolerated or :e:;iﬁo;:
adequate’ contraindicated or if eGFR less

than adeguate’ add GLP-1RA
with proven CVD benefit'

SGLT2i
OR

SGLT2I 5GLT2I

OR OR DPP-4i GLP-1RA TZD" SUF
TZD 17D OR SGLT2 with good

If further intensification is GLP-1RA eﬁ‘.lcacy for

required or patient is now = Avoid TZD in the weight loss?

setting of HF
Choose agents

unable to tolerate
GLP-1 8A and/or SGLT2i,

choose agents dernonstrating demonstrating CV safety:
CV safety: = Consider adding
= Consider adding the other the other class with Continue with addition of ather agents as outlined above I sl with ot

class (GLP-1 RA or SGLT20) proven CVD benefit’

) : . If triple therapy required or insulin with lowest
with proven CVD benefit * DPP-4i (not saxagliptin) SGLT2i and/or GLP-1 RA not acquisition cost
= DPP-4i if not on GLP-1RA in the setting of HF (if tolerated or contraindicated or
= Basal insulin® not on GLP-1RA) use regimen with lowest risk of

= Consider DPP-4i OR
SGLT2i with lowest
- » SUE Consider the addition of 5U° OR basal insulin: I PREFERABLY acquisition cost™

u TZDS = Basal insulin® weight gain

= Choose later generation SU with lower risk of hypoaglycemia DPP-4i (if not on GLP-1 RA)

- I I D D D D S S

= Consider basal insulin with lower risk of hypoglycemia™ based on weight neutrality

1. Proven CVD benefit means it has label indication of reducing CVD events. For *

GLP-1RA i for > N tendad

release. For SGLT2i evidence modestly stronger for empaglifiozin > canagliflozin. 6. Choose later generation SU with lower risk of hypoalycemia If DPP-4i not tolerated or
2. Be aware that SGLT2i vary by region and individual agent with regard 7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin contraindicated or patient

te indicated level of eGFR for initiation and continued use 8 s Iutide > liraalutide > dulaglutide > N already on GLP-1 RA, cauticus

\ 3. 1B’°“" " lifl _II ‘r"d iflozi Ih“:' shown 9. If no specific comorbidities (i.e, no established CVD, low risk of hypoglycemi addition of:
in HF and recluction in CKD progression in CVOTs and lower priority to aveid weight gain or ne weight-related comerbidities) + SUF - TZDS - Basal insulin

4. Deglucec or LNOO glargine have demonstrated CVD safety 10.Consider country- and region-specific cost of drugs. In some countries
w dose may be better tolerated thouah less well studied for CVD effects TZDs relatively more expensive and DPP-4i relatively cheaper /

© 2019 All rights reserved



GLYCEMIC CONTROL ALGORITHM

INDIVIDUALIZE For patients without concurrent serious For patients with concurrent serious

A1C <6.5%

A1C >6.5%

GOALS

LIFESTYLE THERAPY (including Medically Assisted Weight Loss)

iliness and at low hypoglycemic risk

illness and at risk for hypoglycemia

Entry A1C <7.5% Entry A1C >7.5% Entry A1C >9.0%
MONOTHERAPY SYMPTOMS
%  DUAL THERAPY' ¢
v Metformin &  TRIPLE THERAPY' NO
/' GLP1-RA?3

v GLP1-RA 23 ..

MET v | seLt2i? g INSULIN

era

v/ SGLT2i %3 or other M ET 23 i =

1st-line DPP4i " v’ | SGLT2i % OR Other
v DPP4i agent o ?;t?lingf — Agents

+ ! agent + TRIPLE

Order of medications represents a
suggested hierarchy of usage; length of
line reflects strength of recommendation

Certain GLP1-RAs and SGLT2is have shown
CVD and CKD benefits—preferred in
patients with those complications

Include one of these medications
if CHD present

| Basal Insulin

~ Colesevelam

~ Bromocriptine QR
s AGi

SU/GLN

! L——
If not at goal in 3 months
proceed to Triple Therapy

PROGRESS|ION OF

2nd-line
agent /I

I ~ DPP4i

Basal Insulin

~ Colesevelam
v/ Bromocriptine QR
v AGI

SU/GLN

If not at goal in 3 months
proceed to or intensify

insulin therapy

Therapy

ADD OR INTENSIFY
INSULIN

Refer to Insulin Algorithm

LEGEND

Few adverse events and/or
possible benefits

I, Use with caution

DISEASE —m ——— )

2019 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/CS-2018-0535

COPYRIGHT €
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E INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF*

CONSIDER INDEPENDENTLY OF BASELINE
A1C OR INDIVIDUALIZED A1C TARGET

CREDENCE. Dapaglifiozen has primary heart failure outcome data from DAPA-HF
4. Degludec or U100 glargine have demonstrated CVD safety
5. Low dose may be better tolerated though less well studied for CVD effects

8. If no specific comorbidities (.e. no

CVD, low risk of

and lower priortty to avold weight gain or no weight-related comorbidities)

TZDs relatively more expensive and DPP-4i relatively cheaper

10. Consider country- and reglon-specific cost of drugs. In some countries

+ SU® « TZD® - Basal insulin

) o> IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW
HF OR CKD -
ASCVD PREDOMINATES
ORENMIM "TES ‘Jgf ‘1" \L
* Particularly HF(EF f NROR— I COMPELLING NEED TO
“ Eslabished ASCVD (LVEF <45%) COMPELLING NEED TO MINIMIZE gty ;
: : . et MINIMIZE WEIGHT GAINOR  COST MAJOR ISSUE® "
* Indicators of high ASCVD risk = CKD: Specifically eGFR 30-60 HYPOGLYCEMIA PROMOTE WEIGHT LOSS .
(age 256 years with w:ynw mbL/min/1.73 m? or UACR
carotid or lower extremi >30mg/g, particularty MR
o A UAGE =300 mg/g DPP-4i GLP-1RA SGLT2R ™0 on
- ) GLP-1 RA with su TZD"*
good efficacy
SGLT27
PREFERABLY &+ & ¥ & e T T
PREFERABLY SGLT2i with evidence of reducing AIC KAIC fAIC HAIC
HF and/or CKD in above target above target above target above target e If A1C above target I
w || cromietae | T T T T [ mascaoene T T
1f SGLT2i not tolerated or i saTze AT Selgar & ¥
contraindicated or if 6GFR less OR OR
than adequate?add GLP-1 RA with OR OR DPP-4i DPP-4i GLP-1 RA with TZD* su
proven CVD benefit' OR OR good efficacy
20 12D SGLT2R
] N oy 5 ™ GLP-1RA foraiht
[ It A1C above target ] &L ¥ & N 4 ¥
¥ I 1f A1C above target ¥ 4 1t A1C above target ]
If further intensification is required or = Avoid TZD in the setting of HF I A1C ahove target
patient is now unable to tolerate ng @ [ i \b ¢
GLP-1 RA and/or SGLT2], choose | | Sho0se agents demonstrating [ Continue with addition of other agents as outlined above ¥ &
agents demonstrating CV safety: « For pati onaSGLT2i ,4’ If quadruple therapy required, = Insulin therapy basal insulin
= For patients on a GLP-1 RA, consider adding GLP-1 RA or SGLT2i and/or GLP-1 RA not with lowest acquisition cost
consider adding SGLT2i with proven CVD benefit! I fAIC above target tolerated or contraindicated, use OR
with proven CVD benefit’ « DPP4 (1ot saxagiotin) ¥ Yegimen Wi Jowest rie) of = Consider DPP-4i OR SGLT2i
in
* DPP-4i if not on GLP-1 RA in the setting of HF (f weight gai with lowest acquisition cost'®
= Basal insulin* not on GLP-1 RA) Consider the addition of SU® OR basal insulin: PREFERABLY
» TZDS = Basal insulin* = Choose later generation SU with lower risk of hypoglycemia DPP-4i (f not on GLP-1 RA)
= SUe = SU* = Consider basal insulin with lower risk of hypoglycemia’ based on weight neutrality
1. Proven CVD benefit means it has label indication of reducing CVD events 8. Choose later generation SU to lower risk of hypoglycemia, ﬂb
2. Be aware that SGLT2i labelling varies by region and individual agent with Glmepiride has shown similar CV sadety 1o DPP-41 If DPP-4i not tolerated or
regard to indicated level of éGFR for initiation and continued use 7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin contraindicated or patient already
8. and have shown inHF and to 8 on GLP-1 RA, cautious addition of:
reduce CKD progression in CVOTs. has primary renal outcome data from

LVH = Laft Ventricular Hypertrophy; HFrEF = Heart Fallure reduced Ejection Fraction




GLYCEMIC CONTROL ALGORITHM

INDIVIDUALIZE For patients without concurrent serious For patients with concurrent serious
GOALS A1 c 56°5% Hiness and at low hypoglycemic risk A1 C >6'5% liness and at risk for hypoglycemia

LIFESTYLE THERAPY AND ONGOING GLUCOSE MONITORING (CGM preferred)

M AACE

_ INDEPENDENT OF GLYCEMIC CONTROL, IF ESTABLISHED OR HIGH ASCVD RISK AND/OR CKD, RECOMMEND SGLT2i AND/OR LA GLP1-RA

TRIPLE THERAPY'

m Independent of

TN PERMALION M

3— SYMPTOMS +

NO ves B

DUAL THERAPY'

1 E
P = i
control, if n — & Bk

v Metformin established DPPAI E A E -

e — by, | — 3
e B ASCVD or high AT A Vo = 1.
il o s gqle
Y Rl - HFrEF, start LA A UGN A e e o g3
v _DPP&i GLP1-RA or : v DPPA& : & §
A 0 SGLT2i with B ™ m ¥
v AGI proven 7/ Colesevelam v’ _Colesevelam . 2%
s — efficacy* 'S 33
SU/GLN v e :
A v Bromocriptine QR e ADD OR INTENSIFY &
P /' AG INSULIN 38
e— Refer to Insulin Algorithm s
| MET 4 | [ ueeno B

or other agent o Few adverse events and/or -

1 of ~ of h of ine refl hof fats possdle benefrs
2 i not at goal in 3 months, proceed to next level therapy A Use with caution

*OXD ) cnag¥iosn WP dapagifiorn
D 3 = stage 3 Cwonkt ey danase; HEHEF » heart Galure with reduced egection Iracton LA » kag acung (224 hour durstiond

PROGRESSION OF DISEASE ’

s | Mercyir



PROFILES OF

ANTIHYPERGLYCEMIC MEDICATIONS

Moderate/
Severe
Neutral MNeutral Meutral MNeutral MNeutral Meutral MNeutral MNeutral Moderate Meutral
Mild to Severe
Slight Loss Loss Loss Meutral Meutral Gain Gain Neutral | Neutral Gain Loss
Mot Indicated for
eGFR <45 mL/
Exenatide | min/1.73 m? Dose
Not Adjustment
Contra- Indicated See #1 MNecessary
_|nd|catec| crcl <30 (Except M More
if eGFR <30 Genital Mycotic Linagliptin) Neutral Meutral ; Neutral | Neutral i Neutral
: - Hypo Risk Hypo Risk
mL/min/ Infections
1.73 m# Effective in
Potential . Reducing
Benefit of Potential CKD Albuminuria
LA GLP1-RA Benefit; See #1
Moderate Moderate Meutral MNeutral Maoderate | Meutral MNeutral Mild Moderate | Meutral | Moderate
Prevent HF
Neutral Hospitalization Moderate | MNeutral MNeutral | MNeutral | CHF Risk
Manage HFrEF; See #2
MNeutral Potental See #4 MNeutral May Possible - Neutral
Benefit of See #3 Reduce ASCVD LDLC Safe MNeutral
LA GLP1-RA Stroke Risk Risk
Moderate
Neutral MNeutral Meutral MNeutral MNeutral Fracture MNeutral MNeutral MNeutral MNeutral Meutral
Risk
DKA Can Occur
Neutral MNeutral in Various Meutral MNeutral Meutral MNeutral MNeutral Neutral MNeutral Neutral
Stress Settings
a 2 O d fo D b



TABLE 9.1 Drug-specific and patient factors to consider when selecting antihyperglycemic treatment in adults with type 2 diabetes

Renal effects
Efficacy Additional considerations
Progression of DKD Dosing/use considerations*
Neutsal = Contraindicated with eGFR = Gastrointestinal side effects common
<30 ml/min/1.73 m* (diarrhea, nausea)
* Potential for B12 deficiency
SGLT-2 Inhibitors Benefit: canaglifiazing, * Renal dose adjustment = FDA Black Box; Risk of
empaglifiozint, empaglifiozint, empaglificzin dapagifiozin required (canaglifiozin, amputation (canagiflozin)
canaglifiozin canaglifiozin, dapaglifiozin, empaglifiozin,
* Riskof bone fractures
dapaglifiozing ertuglifiozin) {canaglificzin)
= DKA risk (all agents, rare in
T20M)
* Genitouninary infections
* Riskof volume depletion,
hypotension
*  ALDLcholesterol
= Risk of Fournier's gangrene
High Less Neutral: Neutral High |5Q; oral Beneht: linglutide * Renal dose adjustment = FDA Black Box: Risk of thyroid
lixisenatide |(semaglutide) required (exenatide, Coell wmors (liraglutide,
lixisenatide) gl dulaglutid, id
extended release)
= Caution when initiating or
Benefit: See label increasing dose due to » Gastrointestinal side effects
indication of reducing potential risk of acute common (nausea, vomiting,
CVD events kidney injury diarrhea)
* Injection site reactions
* TAcute pancreatitis risk
DPP-4inhibitors Intermediate Neutral Neutral FPotential risk: High Onal Neutsal = Renal dose adjustment = Potential risk of acute pancreatitis
saxagliptin required (sitagliptin, * Joint pain
saxagliptin, alogliptin);
can be used in renal
impairment
= No dose adjustment
required for linagliptin
Thiazolidinediones High Gain Potential benefit: Increased risk Low Oral Neutral *  No dose adjustment * FDA Black Box: Congestive heart
piaglitazone required failure [pioglitazone, rosiglitazone]
= Generally not
recommended in renal *  Fiuid retention (edema; heart
impairment due to faiture)
potential for *  Benefitin NASH
fluid retention * Risk of bone fractures
= Bladder cancer (pioglitazone)
= MLDLcholesterol (rosiglitazone)
FRIOTIeE High | Gain Neutral Neutral Low Ol Neutral = Giyburide:not = FDA Special Wamning on increased
(2nd generation) recommended risk of cardiovascular mortality
= Gipizide and glimepiride: basad on studies of an older
initiate consenvatively to sulfonylures (tolbutamide)
avoid hypoglycemia
Insalin Human Highest Gain Neutral Neutral Low |sQ; Neutsal *  Lowerinsulin doses * |njection site reactions
Insulin |inhaled required with a = Higher risk of hypoglycemia with
| decrease In eGFR; titrate humnan Insulin (NPH or premieed
Hoh | sa per dinical response formulations) vs. analogs

Analogs

© 2019 All rights reserved
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Figure 2

Normal Physiology: The Incretin Pathway®

Glucose-dependent increased Increased glucose
insulin release from beta cells uptake by muscles

Ingestion of food (GLP-1 and GIP)

Release of gut hormones - Incretins /

Gl Tract

—
Decreased
blood glucose

Glucose-dependent
decreased glucagon release
from alpha cells (GLP-1)

Decreased glucose
production by liver

Inactive
GLP-1

e

Abbreviations: DPP-4: dipeptidyl peptidase-4; Gl: gastrointestinal; . DPP-4i activity . GLP-1 RA activity
GIP: glucose-dependent insulinotropic polypeptide; GLP-1: glucagon-like peptide-1

Glucagon-like peptide-1 (GLP-1)
R r ni

In the presence of elevated blood glucose®:

* Activate GLP-1 receptors in the pancreas to increase
insulin secretion

s Activate the GLP-1 receptors in the pancreas to
reduce glucagon secretion, thereby reducing
hepatic glucose output

» Delay gastric emptying

© 2019 All rights reserved



Pathway of Renal Glucose Reabsorption®’

Figure 3

Proximal Tubule Distal Tubule 7

. —> reduces glucose reabsorption SGLT-2i Mechanism of Action
" - -~ - . - The SGLT-2i reduces glucose

~ — 3 / — - -
. e ) _ - - absorption in the proximal
- \@ M tubule and increases urinary
: \Z excretion of glucose.

10% [Figure 5]

Glomerulus

—

Normal Physiology :
Glucose is freely filtered at the glomerulus : Collecting Duct

and almost entirely reabsorbed in the
proximal tubules by sodium-glucose
co-transporters. [Figure 4]

Loop of Henle Rl | increases urinary excretion :
of glucose :

Figure 4 ’ : Figure 5
Normal Physiology SGLT-2i Mechanism of Action :
Lumen of proximal tubule : Lumen of pfox-in_\al tubule i
O Anical sodium ‘L \Lglucose ) O AtiGal SGLT-2 mhlbntore;(fgre%?g: oggn‘acrgse
membrane SGLT-2, membrane
sclad(ium \ glucose
1\ reabsorbed ~ ~
Renal vesse| ~Potassium : Renal vessel potassium  glucose

bloodstream) | )

D SGLT-2 sodium glucose ca-transporter-2 O sedium-potassium pump




Properties of anti-hyperglycemic agents

Class/therapies | Primary physiological | Advantages Disadvantages/adverse effects Efficacy
in class actions

Sulfonylureas |- T Insulin secretion + Extensive experience * Hypoglycemia = Dose adjustment/avoidance | High
» Glibenclamide/ * « Microvascular risk + T Weight for renal disease
ylybuy e (UKPDS) * Unuestaln CV safely = Higl 1ale uf secondear y
» Glipizide « Inexpensive failure
« Gliclazide®
« Glimepiride
TZDs « T Insulin sensitivity + Low risk for hypoqlycemia |+ T Weight » T LDL-C (rosiglitazone) Hiagh
« Pioglitazone + Durability +» Edema/heart failure + ? Bladder cancer
+ Rosiglitazone® + T HDL-C + Bone loss + ? Macular edema
« . Triacylglycercic « T Bona fracturaec
(ploglitazone)
* « ASCVD events
(pioglitazone: in a post-
stroke insulin-resistant
population and ac
secondary end point in a
high-risk-of-CVD diabetes
populauon)
Meglitinides « 1 Insulin secretion - | Postprandial glucose + Hypoglycemia Intermediate-
(GIIIII(R!S) excursions s Weligihio g
+ Repaglinide » Dosing flexibility » Uncertain CV safety
« Nateglinide = Safe in advanced renal » Frequent dosing schedule
disease with cautious
dosing (especially
repaglinidse)
* Lower cost

“Not licensed in the U.S, for TZD, Not licensad in Europe for T20,

ASCVD, atheroscierotic cardiovascular dizease; CV, carciovascular; CVD, cardovasoular gisease; HDL-C, High-censity Npoprotain cholesterol; LDL-C, 'ow density lipcprotein chalestarol;
UKFDS, United Kingdoen Prospective Diabetes Study

Modified fram 2018 ADA EASD Type 2 Diabetes Guidelines, Diabates Cars. 2018 Oct 4, [Epub ahead of print] hitps:/dol o/ 10 2337/ i1 5-0032

S novo nordisk
Far Sseld Medical Use in Sciertific Exchange. & 2018 Nove Nardsk.

© 2019 All rights reserved



Incorporating into Practice
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Decision-making tool

* Help clinicians stay current with latest recommendations
in diabetic management

* Onlydisplay appropriate medications based on the
uniqgue parameters of each patient

* Reduce errors by pre-filtering based on GFR and
common contraindications

e Reduce clicks by providing simplistic interface
* Phasel

2| Mercyif



Panel Layout

Metformin 500

Metformin
1000

ASCVD

SGLT2

GLP1

Victoza panel

Semaglutide

Bydureon panel

DPP4

Januvia panel

Tradjenta

Onglyza panel

NESHERENRE

1
1

T
GLP1 SGLT2
Victoza panel

Semaglutide

Bydureon panel

© 2019 All rights reserved

DPP4

Januvia panel

Tradjenta

Nesina panel

Januvia panel

Tradjenta

Onglyza panel

Nesina panel

Victoza panel

Semaglutide

Bydureon panel

Trulicity

1
SGLT2 (Farxiga
Steglatro)




CDS prefixing to help with finding it Relevant Labs Current Related Medications

" Accept

Diabetes Treatment Recommendations - ADA 2019 Guideline

1) Maximize Metformin Flowsheets -
2) Second line agent recommended based on co-morbidity
Lab Results Jing status Never Assessed
Component Value Date/Time jeless Status Unknown
HGBA1C 8.1 (A) 03/20/2019 Mever reviewed
Lab Results
Component Value Date/Time
GFR 60 03/20/2019
Diabetic Medications - metFORMIN (GLUCOPHAGE XR) 500 mg Extended Release 24 hour tablet [14287] &

ADA 2019 DM Treatment Guildelines
[]Metformin
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131 Other
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Diabetes Treatment Recommendations - ADA 2019 Guideline

1) Maximize Metformin ~

2) Second line agent recommended based on co-morbidity

Lab Results
Component Value Date/Time
HGBA1C 8.1 (A) 03/20/2019
Lab Results
Component Value Date/Time
GFR 80 03/20/2019 Floushests
Diabetic Medications - metFORMIN (GLUCOPHAGE XR) 500 mg Extended Release 24 hour tablet [14287] [co
ling Status Mever Assessed
ADA 2019 DM Treatment Guildelines eless Status Unknown
D Metformin wed Never reviewed
@Diabetes with ASCVD
DASCVD GLP1T PANEL ¥

[ JASCVD SGLT2 PANEL

Interactions options > [l

[ ]DPP4 PANEL

{3 Other
@CDS Diabetes Treatment

 Accept R Mercy Pharmacy Joplin - Joplin, MO - 100 Mercy Way € 417-556-8930 |
Search for new orders = PRINT AVS 6 UNSIGNED ORDERS
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Additional instructions to guide treatment choice
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Diabetes Treatment Recommendations - ADA 2019 Guideline ~
1) Maximize Metformin ~
2) Second line agent recommended based on co-morbidity
Lab Results
Component Value DateTime
HGBA1C 3.1 (A) 03/20/2018
Lab Results
Component Value DateTime
GFR 60 03/20/2019 Flowsheets
Diabetic Medications - metFORMIN (GLUCOPHAGE XRJ500 mg Extended Release 24 hour tablet [14287] x Association  # Edit Multiple ¢, Interactions Options ~ [
ADA 2019 DM Treatment Guildslines 11y Other
I:‘ Metf . CD5 Diabetes Treatment
etormin liraglutide (VICTOZA) 0.6 mg/0.1 mL (18 mg/3 mL)
. . g 0.6mg SC daily for 1 week, then 1.2mg SC daily., Disp-6 mL, R-3,
Diabetes with ASCVD l e
ASCVD GLP1 PANEL G)T.::“r:eﬁmﬁmmllmthee-preuﬂhed. Invalid items: Provider v

Strongest evidence for reducing CVD events with liraglutide = semaglutide = exenatide extended release

@ Victoza (LIRAGLUTIDE) PANEL
liraglutide (VICTOZA) 0.6 mg/0.1 mL (18 mg/3 mL) @ This medication will not be e-prescribed.  Invalid ilems: Provider v

0.6mg SC daily for 1 week, then 1.2mg SC daily., Disp-6 mL, R-3, E-Prescribe Details...

Insulin Needles, Disposable, 32 gauge x 5/32" Needle
00 Use with each injection., Disp-100 Each, R-3, E-Prescribe

(D) This medication will not be e-prescribed. Invalid items: Provider Details... Y

' Accept

R; Mercy Pharmacy Joplin - Joplin, MO - 100 Mercy Way &, 417-556-8930

PRINT AVS UNSIGNED ORDERS
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Diabetes Patient Data - Endocri P S
R limited to past 12 months
Last refresh 20
Current Selection: - Number of Patients
PRMRY_COM 2 ~ & Joplin

387 % Patients with Outreach

Past 30 Days
% Patients with PCP Visit 0,
Past Year 1 - G /6

89.1%

PCP Community Q
Alc Filter Age Filter COVID-19 Risk Score (Patients 65+)
Ada
Ardmore
e 10.010.7 11,4121 12813.5 14.1 148154 16.1 16.8 17.518.9 8 27 36 44 53 e2 71 79 B8 100 2 3
| I T T O A (O (O B B | - °r 11 11 11 | | | | | | | |
4 »>

PCP Name Q
ANDRADE, AMANDA Alc Range: 10.0 - 17.8 Age Range: 19 - 91 Risk Score Range: 2 - 8

BAZZANO, STEPHEN |
BRUCE, MARIA F Patient Detail
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When in Doubt

Go to the sugars

Mercy T



Look at the blood sugars

Estimated A1c 5.7%,
Dail
Average 00:00  02:00 04:00 06:00 08:00 10:00 12:00 14:00 16:00 18:00
@ Glucose 118 113 88 93 123 171 146 84 82 93 117 160 147
mg/dL
350
mgldL
300
250
,IV‘
— 140 1507 / -
Target 7 b
Range 100 fs
ol | | - .
| | |
50 I | I I
| | | |
| | | |
0 I | I I
00:00  02:00 04:00 06:00 08:00 10:00 12:00 14:00 16:00 18:00 20:00 2200 00:00

e Metformin

e Glyburide 10 mg at 7:30 and 9 pm
e Breakfast = instant oatmeal

e Lunch and supper = mixed meals

Mercyf | =







AGP Report

GLUCOSE STATISTICS AND TARGETS

26 Feb 2019-10 Mar 2019 13 days
% Time CGM is Active 99.9%

Glucose Ranges Targets (% of Readings (Time/Day)]
Target Range 70-180 mg/dL ... Greater than 70% (16h 48min)

Below 70 mg/dL.............ccco.cnvsrnner. LSS than 4% (58min)

Below 54 mg/dL.............................Less than 1% (14min)

Above 180 mg/dlL .......cc.ccvnmnennnse..LBSS than 25% (6h)

Above 250 mg/dL.......................Less than 5% (1h 12min)

Each 5% increase in time in range (70180 mg/dL) is clinically beneficial.
Average Glucose 173 mg/dL
Glucose Management Indicator (GMI) 7.6%
Glucose Variability 49.5%

Defined as parcent coefficiant of variation (%CV); target s36%

s

MRN

TIME IN RANGES

~— Very High@>2s0mgidl)................... 20% (4h 48min)

250
High (181-250mgidL)............................ 23% (5h 31min)

180

Target Range(7o-180 mgidL) ... 47% (11h 17min)

o — LOW (5469 MGIGL)....c.cc.oonvmnsserssonrisnnners B Y0 (58miin)

— Very Low (<54 mgdL)........................ 8% (1h 26min)

FIGURE 6.1 Sample AGP report. Adapted from Battelino T, Danne T, Bergenstal RM, et al. Diabetes Care 201%;42:1593-14603.
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Keep in mind

Time-in-range matters

S

Patient adherence leads to successful glucose control
— Don’t choose medications they will not take

Step-wise addition of glucose lowering meds generally
remains preferred to initial combination therapy

— Insufficient evidence to suggest first-line combination is
superior

— But those needing > 1.5% Alc reduction will likely need
combination

It still takes a team to treat diabetes

= | Mercyir
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Your life is our life’s work.



July Webinar

* Date/Time: July 16, 2020
from 2-3pm Eastern

* Topic: Prediabetes Predictive
Model — Delivering Patient-
specific Risk Estimates at the
Point-of-Care

* Presenter: AMGA Analytics
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Questions
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