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Implementing an algorithm or care path for
use of SGLT-2i for Patients with Type 2
Diabetes and CKD despite ACEI/ARB

Evan Norfolk MD
Chair Nephrology, Geisinger
November 13, 2019
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Outline
/ The Science
The Government
Geisinger
Guidelines

Population Health Tools
— Computers

— Communication
— Stalff

Developing a Care pathway
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Average Clinic Patient

,/ 63 yo male w/ hx of CAD, GERD, PVD, Obesity, HTN. Hx of DM 2 x 9 years has
known retinopathy, and neuropathy. At least one trip to the cath lab

Presents to nephrology in 2016
No hx of NSAIDS/ No fx renal disease

Meds Atorvastatin, Gabapentin, Lasix, Lisinopril, Hydralazine Amlodipine, Insulin
glargine, and insulin Aspart, ASA

Labs:

Year CR eGFR ACR
2013 1.0 >60 600
2015 1.3 58

2016 2.4 28 7500
2017 3.0 21 8000
2018

Geisinger



T
Medicare Spending on ESRD

" 1% Medicare population
$35.4 Billion dollars 2016
7% Medicare FFS Costs

SOURCE: 2018 U.S. Renal Data System Annual Data
. Report.
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Epidemiology and Dx

~ DM 2 is 7t leading cause of mortality in US
DKD - Leading cause of CKD-> ESRD
50% of cases of ESRD
Diabetic w/ risk of developing DKD
— 33% type | 50% type Il
Mortality:
— DKD 3-12 x increased beyond that of DM
— 90% die before ESRD
Diagnosis
— ACR > 30 mg/g
— Albuminuria > 30 mg/ day
— Decreased GFR

Geisinger



Sodium Glucose Co-Transporter
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T
SGLT-2 Inhibitor — Renal Protection Against

Hyperfiltration

SGLT-2 blocks Na/Glucose -> natriuretic response ->
TGF-> Afferent vasoconstriction -> Decreased
Intraglomerular Hypertension

— Decreased hyperfiltration / Improved dynamics
— Decreased albuminuria
Acel/arb -> efferent vasodilation

Combination- — Combined impact on intraglomerular

pressure
Initial drop in GFR which plateaus over time

Geisinger



Diabetic nephron

Diabetic nephron with SGLT inhibition
Tubular
Tubular :
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SGLT2 Inhibition for the Prevention and Treatment of Diabetic Kidney Disease: A Review

e <«
Alicic, Radica Z., American Journal of Kidney Diseases, Volume 72, Issue 2, 267-277
Copyright © 2018 National Kidney Foundation, Inc.
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SGLT2i - Renal protective Effect
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SGLT2i - Renal protective Effect w Ace-l
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Benefits of SGLT2 Inhibitors

Wt loss
— Glucosuria: loss of 60-100g glucose/day
— 5to 7 Ibs after 3 months
— plateaus after 6 months

Renal protective (normalization of hyperfiltration)
— Decreased albuminuria
— Decreased Hyperfiltration

Blood pressure decrease 5 mm Hg/ 2 mm Hg
— Empagliflozin, dapagliflozin, canagliflozin (class effect)
— Empagliflozin only agent with decreased nocturnal SBP

— Mechanism: improved endothelial fx, vascular compliance by
blocking oxidative stress

Geisinger



SGLT-2 Inhibitor Effect On Serum Glucose

Normal Renal Fx:  Hbalc decreased by 1%
eGFR 60-90 Decreased A1C 0.7% (Empagliflozin)

eGFR 30-60 Decreased A1C by 0.4 %

Geisinger



SGLT-2 inhibitors in DKD — Benefits

" Decrease serum uric acid
Decreased SNS
Hyperglycemia
— Decreased fasting and post prandial hyperglycemia
* enhanced B Cell function
 decreased insulin sensitivity

Effect on A1C

— Normal Renal Fx —> decreased 1%
— Decreased eGFR -> blunted effect
— Renal protective effects not due to improved glycemic control

Diuretic effect -> Natriuresis

Geisinger



SGLT-2 Adverse Effects

/" Genital Candida Infections Most common adverse effect
— Equally M=F
Canagliflozin
— Increased bone fractures

— Increased incidence LE amputations (Legs/ Feet/ Toes)
— Not seen with empagliflozin/ dapagliflozin

Geisinger



SGLT-2 Adverse Effects

" Urinary Infections
Polyuria
Postural Hypotension

DKA — canagliflozin - 73 cases of DKA/ Ketosis — March 2013- May 2015; Not seen in large clinical
trials; FDA Warning

AKI- Canagliflozin, Dapagliflozin
Fournier gangrene
— Necrotizing fasciitis 12 cases over 5 years in 1.7 million patients

Geisinger



What to tell patients about the agent?
" Concern for DKA

— Mainly in insulin or sulfonylureas if decrease or discontinued
— Increased risk if volume depletion

Watch for groin infections

Geisinger



Current SGLT-21 on the Market

/IJ:irst approved for use in approx. 2013-14

Dapagliflozin Farxiga

Empagliflozin Jardiance
Canagliflozin Invokana
Ertugliflozin  Steglatro

Geisinger



SGLT2i

Dapagliflozin

Empagliflozin

Canagliflozin

Ertugliflozin

Geisinger

Avoid Starting

Not Recommended

Discontinue
Contraindicated

No renal dosing
Stop if
Contraindicated

Dose adjust

Do not start if
Stop if
Contraindicated

Avoid starting

Not recommended if

Discontinue if
Contraindicated

eGFR

<60

30-60

<60 Persistently
<30

> 45
<45
<30

45-60

30-45

<45 Persistently
<30

30-60

30-60

<60 Persistently
<30

Use and eGFR Recommendations 2019

eGFR < 30

Lack of glycemic effect
Lack renal outcomes
Lack safety data

Lower eGFR trials
needed



Studies
Powered for Renal
Year of Publication Outcome

EMPA- REG 2015 No
Canvas /

Canvas-R 2017 No
Declare-Timi58 2018 No
Credence Trial 2019 Yes
Dapa CKD Est. November 2020 Yes

Geisinger



T
Empagliflozin Cardiovascular Outcome Event Trial in Type
2 Diabetes Patients — Removing Excess Glucose (EMPA-

REG Outcome Trial) -2015

7020 pt w/ DM 2 w/ CAD + PVD or Cerebrovascular Disease-
randomized to Empagliflozin 10mg, 25 mg vs Placebo
Baseline eGFR > 30
— 26% had eGFR <60
— 40% population had proteinuria
Primary endpoint- cardiovascular death, nonfatal MI, nonfatal stroke

— Sig decreased by Empagliflozin
— Early decrease risk of cardiovascular death (38%) and CHF hospitalizations
(35%)
» Not accounted for by decrease in Ml or CVA as there rates were unchanged.

Terminated 3.1 years due to Empagliflozin benefits
All Cause Mortality decreased (32%)
Heart failure most sensitive outcome

Geisinger
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Empa-Reg Endpoint (Empagliflozin) -2015

44% Risk Reduction in doubling of serum Cr
38% Risk Reduction decrease in ACR
55% Risk Reduction decreased of RRT

Empagliflozin resulted in decrease in loss of eGFR by 0.9
ml/min/yr

Significantly reduced rate of death from Cardiovascular causes,
hospitalization, heart failure and death

14% reduction major adverse cardiovascular events

Increased risk genital infections
Urosepsis

Geisinger



Canagliflozin and Cardiovascular and Renal Events
in Type 2 Diabetes (Canvas/Canvas-R) -2017

Two trials; 10,142 patients w/ DM2 and CAD
RCT canagliflozin vs Placebo for 188 Wk (3 yr/ 7 mth)

Primary endpoint composite Cardiovascular death,
nonfatal MI, nonfatal CVA.

Primary outcome lower w/ canagliflozin
Renal outcomes not statistically significant but possible
benefit of canagliflozin

» Decreased progression of albouminuria

* Improved composite outcome of a sustained 40% decreased
in eGFR, RRT, or Renal related deaths

Geisinger
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Adverse effects Canvas/Canvas-R

" Increased bony fracture

Increased risk amputations (toes/ feet/ legs) doubled
— not seen w/ empagliflozin or dapagliflozin
— EMPA- Reg- retrospective analysis no increase in lower limb amputation

Geisinger



Declare TIMI 58 (Dapagliflozin Effect on
CardiovascuLAR Events) - 2018

17,160 Pts with T2DM, 2/3 no prior cardiovascular disease

Hypothesis DM 2 rx w/ dapagliflozin decreased endpoints

— Primary safety endpoint — MACE (cardiovascular death,
myocardial infarction, or ischemic stroke)

— Primary efficacy endpoint MACE + composite cardiovascular
death or Heart failure w/ hospitalization

— Secondary outcomes were a renal composite (240% decrease in
eGFR to < 60, New ESRD, death from renal or cardiac or any
cause of death.

Dapagliflozin
No decrease in adverse cardiovascular events
— Reduced reduce the risk of CHF hospitalization
— Reduced renal composite outcome
» 40% decrease in eGFR, ESRD, or renal death
No major safety concerns.

Geisinger



Declare Timi 58 (from NEJM)

" Followed for 4.2 years

Results:
— Dapagliflozin was noninferior to placebo regarding MACE
— lower rate of cardiovascular death or hospitalization for heart failure

— Adverse
« DKA more common than placebo
» Genital infections leading to discontinuation of the agent.

Geisinger



Canagliflozin and renal outcomes in type 2 DM and
Nephropathy (Credence Trial) 2019

4401 patients double blind RCT DM 2 w/ albuminuria to
canagliflozin 100 mg vs placebo
Cohort :

— eGFR 30-90and albuminuria (UACR > 300 mg/g)- high risk for renal failure

— Allon Ace./ARB for one month prior to randomization (max labeled dose or dose
not associated w/ side effect) ; No dual RAS blockade

— Categories of gfr 30-45; 45-60 / 60-90; gfr < 30 excluded

Primary endpoint composite Renal end pt (CKD5. ESRD,
Renal tx,), doubling of cr, death from renal or
cardiovascular causes

Stopped early 2.62 years

Geisinger



Canagliflozin and renal outcomes in type 2 DM and
Nephropathy (Credence Trial) 2019

Primary Outcome

— 30% lower relative risk w/ canagliflozin than placebo of primary composite
outcome: ESRD, doubling cr, renal or cardiovascular death

— 32% lower Relative Risk of ESRD
NNT TO PREVENT ONE DIALYSIS = 16

Canagliflozin also had lower risk cardiovascular death, mi ,
CVA , hospitalization for CHF, composite cardiovascular
death, mi, or CVA (not all on RAS blockade)

No difference in amputations or fractures

— Unclear if amputation was due to different populations or protocols (they
looked at feet more closely here)

Rates DKA low but higher in canagliflozin vs placebo
11/2200 vs 1/2197

Geisinger
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Credence - Nonhemodynamic mechanisms of
renal protection

" Decreased inflammation — NLRP3- inflammasome in cell
Decreased oxidant stress by 60%
Blunted intrarenal angiotensinogen levels

Credence- glucose lowering is minimal in eGFR of 30-44 mL/min

Geisinger



Credence- Canagliflozin updated FDA Indications

/' September 30, 2019: Updated indication for adults w/ DKD and proteinuria
— Reduce the risk of ESRD
— Reduce risk of worsening of kidney function
— Reduce risk of cardiovascular death
— Reduce risk of hospitalization for CHF

— Only DM2 agent approved to treat DMD and decrease risk of CHF hospitalizations

Geisinger
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A Study to Evaluate the Effect of Dapagliflozin on Renal
Outcomes and Cardiovascular Mortality in Patients With
Chronic Kidney Disease (Dapa-CKD)

4000 pts - RTC - dapagliflozin versus placebo, to see effect
on CKD, or cardiovascular or renal death.

4 year study- Start date — 2/ 2017

Primary Outcome first occurrence of any of the
components of the composite
— 250% sustained decline in eGFR
— ESRD
— CV death
— renal death

Est Completion Nov 2020

Geisinger



Summary SGLT-21 Science

4 agents approved for DM2/ CKD

Efficacy to lower alc depends on agent
— Greater reduction occurred w/ empagliflozin

Canagliflozin, dapagliflozin and empagliflozin decreased reduction in urine ACR
compared to placebo

eGFR decrease after starting med
— 4-5 ml/min/1.73 m2 decreased

Generally returns to baseline or when med stopped

Geisinger



Advancing American Kidney Health Initiative- July
2019

Renal disease #9 cause of death

100,000 pts on tx waiting list

20% of Medicare dollars - $114 billion/yr are spent on kidney disease
Goals:

— fewer patients developing ESRD (25% decrease by 2030)

— fewer Americans receiving dialysis in dialysis centers / Increase
kidneys available for transplant.

— 80% incident ESRD patients on home modality or transplant
— Double the number of kidneys for transplant by 2030

CMII 4 Payment models
— goal of align incentives for providers

Geisinger



AAKH

ESRD Treatment Choices — Mandatory model- Enroll 50% dialysis providers in new
model w/ incentive to encourage home modality —

— Payment changes on Medicare claims from January 1, 2020 through June 30, 2026.

Home modality:
— Currently 12% home dialysis penetration
— Target- 80% transplant or home dialysis

Transforming organ donation and transplant process
— Reform the organ procurement and management
— Compensate lost wages and child care expenses
— Increase the number of available organs

Encourage prize competitions through public-private partnership

HHS will launch a public awareness campaign about kidney disease
— 40% CKD patients are unaware

Geisinger



Kidney X

Public-private partnership between HHS, FDA and ASN to accelerate
innovation in the prevention, diagnosis, and treatment of kidney diseases.

Encourage development of wearable/implantable artificial kidneys

Accelerating the development of drugs, devices, biologics and other therapies
across the spectrum of kidney care

disruptive technologies via competitive, non-dilutive funding to innovators
Coordination clearer and less expensive path to bringing products to daily care

Urgency - spotlighting immediate needs

Geisinger
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What is Geisinger?

Largest Rural Health Care System in the U.S.

Approximately 4.6 million people in service area
— > 100,000 inpatient admissions/year
— >6.7 million outpatient encounters/year

1900+ Physicians, 1200+ Advanced Practitioners
100+ Community Practice sites

12 Hospitals

500,000 + member health plan

2 Research Centers

Medical School - Geisinger Commonwealth School of
Medicine

Healthcare IT and Informatics
— EPIC Ambulatory (1996)
— EPIC Inpatient (2007)

Geisinger



Geisinger Medical Center
Danville Campus
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T
Nephrology Staff

/" Twelve Staff Physicians
— Two transplant nephrologists
— Two clinical investigator

Four mid-level providers
Two nephrology fellows
Five case managers
Four renal pharmacists

Geisinger



Geisinger Organizational Culture

B Physician leadership
drives changes in
clinical practice

W Culture:

B Value =
Quality/Cost

B Re-engineering
[Transforming
Care

B Data, Metrics,
Outcomes

Geisinger
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Example of Disease Management — Anemia

~ Initial hypothesis — That traditional mode of care, that is ESA oversight and
management primarily by physicians, was not leading to optimal care
— Appropriate interval labs were being missed
— Appropriate interval ESA adjustments were being missed
— Appropriate adjuvant therapy (IV iron) was not being optimally utilized

Geisinger



Fundamental Design- MTM

Pharmacist responsible for
— Obtaining insurance authorization for ESA therapy
— Ensuring timely appropriate labs and review of same
— Ensuring timely, appropriate adjustment in ESA therapy
— Arranging IV Iron therapy as indicated by protocol
— Discussion with physician, patient parameters that don’t fit into protocol

Program inception September 2003 — Since 2006 all pts

with CKD 3 or greater with ESA requirements enrolled in
program

Nephrology paid by system for oversight of program

Geisinger



QOutcomes Show Improvement

/" Expanded dose interval
Average ESA dose
Time in goal Tsat
Site of administration
Hemoglobin Time in goal
Days to Goal

Geisinger



T
Pop health tools and issues

/" Identifying at risk patients
Protocols and pathways
EHR Alerts
Ask a Doc tools
Specialty clinic- use of

— Pharmacists

— Case management

Access & Affordability

Geisinger



At risk patients

VWhat IS problem you want to solve?
Is solution evidence based? / how strong is the evidence?
DO YOU HAVE PROVIDER AGREEMENT ON GOALS?

— If algorithm -> will everyone use it?
— Exclusion patients- ie: Hypertension goals, Hbalc

Can you easily identify the patients ?
— Meaningful Use

Geisinger
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Tracking a population

/" Patients lists
Manually
- outside of electronic record
- in electronic record

Automatically

Geisinger



T
ldentifying Patients

" Data issues
— Problem list - garbage basket (shared); Is it being used?
— Diagnoses -ICD10 and sub-diagnoses
— Meds

* |s the med list accurate?

» Are you receiving external data feeds?
— Labs

 Discrete data? - external papers

* Trending of data

— Can you pull all data into one place
— NLP

Geisinger



When to intervene?

 Reports- How long does it take to obtain data to identify the target patients ?
— Can you query system in real time?
— Do you need an analyst to write reports? (timeframe/ money)
— Are you dependent on EHR vendor?
— What happens when you want to tweak the report?

Do have consensus ?

|ldentifying patients before the visit for labs?
|dentify at visit and making an intervention?

Geisinger



Alerts — Point of Care

|dentify care gaps during the visit to make provider aware

Who receives the alert?

— Nursing staff work on protocols - Eg: flu shot; Working to the top of license?
— Provider alerts

System alerts

Do they appear during the correct part of the workflow?
Is verbiage cumbersome?

Do they provide adequate information?

Is it actionable?

Are you measuring provider reaction to alert? Are they ignoring alert?
— If so why?

Geisinger
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Populations Workflows

Clinic based workflows

— Before clinic

— During clinic visits

— After clinic visits
Active patient population followed by providers
Attribution

Patient population at large

Geisinger



EHR alerts

4 N

Patient has Type 2 diabetes mellitus with kidney
complication, without long-term current use of insulin
(E11.29) With Type 2 diabetes mellitus with stage 3
chronic kidney disease (N18.3) with persistent
proteinuria (R80.1). Confirm patient is on first line
therapy then consider use of Dapagliflozin,
Gmpagliflozin, Canagliflozin, or Ertugliflozin. /

Geisinger



Pt w/ DM CKD and Proteinuria on
Metformin. Consider SLGT2i.

Geisinger



Pt w/ DM CKD and Proteinuria on
Metformin. Consider SLGT?2i.
Last Hbalc: 8.4 (8/15/19)

Last eGFR 59 (8/15/19)

Last ACR 35 (1/6/ 19)

Geisinger



Pt w/ DM CKD and Proteinuria on
Metformin. Consider SLGT?2i.
Last Hbalc: 8.4 (8/15/19)

Last eGFR 59 (8/15/19)

Last ACR 35 (1/6/ 19)

k Order Empagliflozin

Order Canagliflozin

Geisinger
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Pt w/ DM CKD and Proteinuria on
Metformin. Consider SLGT2i.
Last Hbalc: 8.4 (8/15/19)

Last eGFR 59 (8/15/19)

Last ACR 35 (1/6/ 19)

~

Order Empagliflozin Order Canagliflozin

Will not add ( Enter Reason) | | Order Med from Alt Class /

Geisinger



Pt w/ DM CKD and Proteinuria on \
Metformin. Consider SLGT2i.

Last Hbalc: 8.4 (8/15/19)

Last eGFR 59 (8/15/19)

Last ACR 35 (1/6/ 19)

Insurance covers  Canagliflozin

Order Canagliflozin

Qﬂl not add ( Enter Reason) | | Order Med from Alt ClaSS/

Geisinger




ASCVD PREDOMINATES

ESTABLISHED ASCVD OR CKD

FIRST-LINE therapy is metformin and comprehensive lifestyle (including weight management and physical activity)
If HbA,_ above target proceed as below

NO

HF OR CKD
PREDOMINATES

y

WITHOUT ESTABLISHED ASCVD OR CKD

2

22

mPII.I-ING NEED TO

TO AVOID
CLINICAL INERTIA
REASSESS ANI

MODIFY
TREATMENT
REGULARLY

(3-6 MONTHS)

!

COMPELLING NEED TO MINIMIZE MINIMIZE WEIGHT GAIN OR COST IS A MAJOR
PREFERABLY HYPOGLYCEMIA PROMOTE WEIGHT LOSS ISSUE®™
SGLT2i with evid f
reducing HF and/or CKD
with progression in C:&Ys if eGFR DPP-4i GLP-1RA SGLT2R TZD GLP-1RA su* TZD°
o it good sGLT2%
. ¥ ¥ ¥ e
If SGLT2i ot tolerated or weight loss®
| contraindicated or if eGFR less If HbA, IfHbA, I HbA, I HbA,
hen adequate'add GLP1RA | |abovatarget | |sbova target | | sbova target | | above target [ tba sbovetarger |
with proven CVD benefit! 35 3
If HbA,_ above target
SGLT27”
SGLT2* SGLT2R OR
OR OR DPP-4i GLP1RA TZD® sue
120 20 oR seLT2r Wihgood
If further intensification is GLP1RA "‘ﬁ“ﬂg
required or patient is now * Avoid TZD in the weight
unable to tolerate setting of HF + * & ¢ ¢
GLP-1 R:n.:snd/or SGLT2), Choose agents I If HbA, above target l If HbA,_ above target
CHOOS A0 CV safety: - - = 2
A IfHbA, above target
Cv.sately; * Consider adding ¢
» Consider adding the other the other class with [ Continue with addition of other agents as outlined above ] 4 ¥ il Mimngy. bsal
ci'ass (GLP-1RA or SGLT2) proven CVD benefit! 'b If triple therapy required or insulin with lowest
with proven CVD benefit « DPP-4i (not i SGLT2i and/or GLP-1RA not acquisition cost
« DPP-4i if not on GLP-1RA in the setting of HF Gif [ It HbA, above target l tolerated or contraindicated OR
« Basal insulin* not °". GLP.“ RA) * use regimen with lowest risk of « Consider DPP-4i OR
Siotw * Basal insulin® o SGLT2i with lowest
. sus . SUs Consider the addition of SU® OR basal insulin: PREFERABLY acquisition cost®
* Choose later generation SU with lower risk of hypoglycemia DPP-4i (if not on GLP-1 RA)
= Consider basal insulin with lower risk of hypoglycemia’ based on weight neutrality
1 it reducing For ¥
GLP-1RA gl > oxenatide extended
release. For SGLT2i ly stronger 6. Choose lower If DPP-4i not tolerated or
2 vary by region and regard 7. Degludec / glargine glargl / detemir < Icoi:mind‘iso::‘d Ro‘: nati:_nt
level of eGFR for o g already on  cautious
3. Both » Yoo i addition of:
in HF and reduction in CKD progression in CVOTs and lower priority to avoid weight gain or no weight-related comorbidities) + SUS « TZDS + Basal insulin
4 U100 glargine v 0 drugs.In
5. y be better tolerated for DPP-4i relatively cheaper

"American Diabetes Association Diabetes Care, 2019. Jan; 42(Supplement 1): S90-S102. Copyright
and all rights reserved. Material from this publication has been used with the permission of the
American Diabetes Association."
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Electronic Health Record DM 2 Order Set

» Nutrftion Referral (lifestyle changes)
» Wellness Coach Referral (lifestyle changes)

J Metformin (First Line therapy if eGFR > 45)
» ¢GFR >60 Metformin 1000 mg po daily
» ¢GFR 45-59 Metformin 500 mg po daily

» Sed¢ond Line- ASPVD Main Risk- GLP-1

» Segond Line- CKD/ CHF Main Risk- SGLT2i

» Sedqond Line - Cost Constraints Sulfonylureas/ TZD
» Thifd Line -SGLT2i (If already on Metformin/GLP1)
» 2"d or Third Line - DPP-4 (if GLP-1 Contraindicated)
» Badgal insulin

/

Geisinger



Scorecard

Jan-18 Feb-18 Mar-18 Apr-18 May-18
Outcomes Clinic 1

Process measures

Measure of urine ACR 70 71 74 77 79
Measure of HbalC 75 77 79 85 88
Use of ace/arb if DM

microalbuminuria 30 35 37 32 35
Blood pressure at target (140/90) 40 47 48 48 41
SGLT-2i use in DM2 w/ +ACR 8 10 11 10 10

Outcome Measures
Admission 8
30 Day readmission 4 4 4 6 7

(@)]
~N
w
I
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Outcomes Clinic 1

Jan-18
Measure of urine ACR 70
Measure of HbalC 75
Use of ace/arb if DM
microalbuminuria 30
Blood pressure at target (140/90) 40
SGLT-2i use in DM2 w/ +ACR 10
Outcome Measures
Admission 8
30 Day readmission 4

Geisinger

Are you reviewing the
data?

Is the data pushed ?
Do you need to retrieve it
?
Do you have targets ?
Are you giving the providers
the data?



Jan-18 Feb-18 Mar-18

Dr. Smith
Scorecard Why is one providers data not

consistent?
Process measures — Labs scanning issue?
Measure of urine ACR 15 17 18 — Priorities to provider?
Measure of HbalC 75 77 79 e Overwhelmed / too
Use of ace/arb if DM many alerts
microalbuminuria 5 6 7 « Doesn’t care
Blood pressure at target measure
(140/90) 40 47 48 .

- rr ick

SGLT-2i use in DM2 w/ +ACR 0 0 0 SR e
Admission 8 6 7
30 Day readmission 4 4 4

Geisinger



Ask a doc — Est. circa 2014

Geisinger’s program to easily route questions to a specialty (35
specialties) Specialist replies in predefine time
Easy inline workflow in electronic health record

Specialist can review pt record and conveniently documents reply and
route answer in patient’s chart

No need to figure out who to call

Reduce scheduling of unnecessary face-to-face consultations with
specialists

Helps specialist to triage urgent cases which need to be seen urgently —
right care/ right patient/ right time

> 99% completion rate

Geisinger



Ask a doc -Outcomes

Decreased turnaround time between primary and specialty physicians
— 6% hours compared to traditional referrals, which could take weeks to month

14% reduction in total cost of care in first month of program
20% reduction in cost in 2" month

74% drop in specialist visits.

84 % of Geisinger PCP use it routinely

Over 17,000 consults thus far

10% of all Geisinger referrals to participating specialties

Opened up almost 4,000 additional face-to-face specialty slots
in 2018

Geisinger



Ask-A =Doc

«"// -

How to best leverage this tool for use of SGLT-27

Geisinger



T
Nephrologist Thoughts on SGLT2i Use...

Directly Ordered: yes4 no5 Request others order: yes 4 no5

“I would feel wary of prescribing it in patients with diabetic foot ulcers/severe PVD, frequent UTlIs,
or poorly controlled diabetes/poor compliance.”

“I am not very familiar with them and | have to study more about it”

“generally uncomfortable prescribing diabetes meds since I'm not primarily responsible for DM
management, worry about side effects and clear communication to other team members
about changes, would favor this be driven by pharmacy in our dept”

“occasionally ask MTM/PCP to consider these; have definitely had MTM approach me about *

“The main issue is practical. DM is managed by PCP and MTM Clinic for vast majority. To start
this “drug might mean we have to stop/adjust other drugs”

“Have asked PCP and MTM clinic to start.. but lot of them gets stopped for various reasons----
Pre renal AKI, yeast infections, DKA etc. “

“Multiple times [have asked for them to be started]..got good response from PCPs and
endocrine”

“I think it is challenging to start managing a diabetic medication which is also being managed by
PCP. Who takes responsibility for managing the patient’s diabetes? | also don’t think there is
enough time in most clinic visits to take this on. MTM management | believe would be the
best. ”

Geisinger



T
Nephrologist Thoughts... (2)

We should be using them in the appropriate population. That being said, I'm not
sure we should be the ones prescribing them. They are becoming the "new
anti-RAAS" therapy, and for good reason.

However, a nephrologist prescribing an SGLT2i can open a can of worms in
my opinion (side effects, monitoring, need for adjustment in other
components of DM regimen, etc.). They SHOULD be standard of care in our
department for the right group of patients, but

| think utilizing the MTM pharmacist is the best way to make that happen. If we
see a candidate for an SGLT2i, we should refer to MTM DM pharmacist or
message them if they already follow. Same goes for Endocrine if they are
following.

Geisinger



MTM Pharmacist - SGLT-2 Considerations

Connected EHR Education
— Physical location/ Modes Med interactions:

of communication
Sulfonylureas /insulin

Algorithms )
Tailor meds Compliance
— SGLT2i and diuretics Med List Accuracy

— Discontinuation SGL2i .
Work w/ physician
Labs B

_ Glycemic effect Documer?t In EHR
— Follow-up cr Pharmacist Salary?

Geisinger



Summary — Science

" SGLT-2 Inhibitors are cardiorenal risk reduction agents w/ glucose lowering as
side effect

Only class of drug since RAS blockers to show decreased progression of CKD
Canagliflozin now shown to further slowed CKD when combined with RAS
Glucose lowering effect is blunted w/ lower eGFR

Use only until eGFR =30

Geisinger



Summary- Algorithm

~ Consensus
— Patient population
— Provider Workflow
— System tools

Electronic pathways
MTM Pharmacist

Scorecards- Process measures
— Data review
— Attribution
— Giving providers back their data
— Improving process measures

Outcome data review

Geisinger
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Prognosis of CKD by GFR and albuminuria category

Bac kg round Persistent albuminuria categories
Description and range
Al A2 A3
Clinical guidelines (ADA) recommend Nome! o Moderatay Severely
measuring urine albumin, e.g., urine increased nereases nereases
albumin to creatinine ratio (UACR), 30 malg T I —
and estimated glomerular filtration <omommel | F50mommal | >30mg/mmol

rate (efiFR) at-least once per year in £ o | nomaiornon o
all patients with type 2 diabetes -
: % G2 Mildly decreased 60-89
— Powerful predictors of future health "_g e ‘
care costs and utilization, and cardio- = 2 | Gaa | gV moderaiel | 45.50
vascular and kidney outcomes % 5
2, Moderately t
'g o il seoveer;?y%:c?eased L
— Allow providers to screen, diagnosis, >
and risk stratify chronic kidney disease | §@& | & | Severehdocreased | 1529
(with a known risk relationship) g G5 | Kidney failure 15

Green: low risk (if no other markers of kidney disease, no CKD); Yellow: moderately increased risk;
Orange: high risk; Red, very high risk. KDIGO 2012

Copyright © 2019 AMGA. All rights reserved. EIMEELCIE



uACR 1-year Measurement Rate

https://www.asn-online.org/education/kidneyweek/2019/pr

UACR and eGFR Measurement by Org. and Site of Care

e 520,000 patients aged 18 — 85, with > 1 visit with a PCP in 2018, no ESRD, and a Dx for T2DM
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eGFR 1-year Measurement Rate
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https://www.asn-online.org/education/kidneyweek/2019/program-abstract.aspx?controlId=3236557

UACR and eGFR Measurement by Org. and Site of Care

e 520,000 patients aged 18 — 85, with > 1 visit with a PCP in 2018, no ESRD, and a Dx for T2DM

90%

80%

70%

60%

50%

40%

30%

UACR 1-year Measurement Rate

20%
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0%

https://www.asn-online.org/education/kidneyweek/2019/pr

Sth, 95th
Percentile
Median

61%
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- 0] L 46%
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ogram-abstract.aspx?controlld=3236557

eGFR 1-year Measurement Rate
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https://www.asn-online.org/education/kidneyweek/2019/program-abstract.aspx?controlId=3236557

Quality Measures for CKD in T2DM AMGA.

* Maedical Attention for Nephropathy (current measure): Percentage of patients who had
a nephropathy screening test or evidence of nephropathy

— any urine protein test OR

— diagnosis of nephropathy OR
— visit with a nephrologist OR
— prescribing ACE-i or ARB

* Kidney health evaluation (proposed replacement): Received a kidney health evaluation
— eGFR AND
— Urine Albumin-Creatinine Ratio (UACR)

https://www.kidney.org/sites/default/files/nkf-kidney-health-evaluation-measure-worksheet.pdf

Copyright © 2019 AMGA. All rights reserved. EIMEELCIE


https://www.kidney.org/sites/default/files/nkf-kidney-health-evaluation-measure-worksheet.pdf

Issues with Medical Attention for Nephropathy Measure

e eGFR not included, an important test for CKD detection and risk stratification

e “Topped-out” at most health systems, false sense of optimal kidney care for people
with diabetes

Copyright © 2019 AMGA. All rights reserved. EIMEELCIE



Patients w/ uACR + eGFR — By Organization
618,000 patients aged 18-89, with > 1 visit with a PCP in 2018,

and a Dx for DM (T1 or T2)

AllHCOs

55.8%

44.2%

Proportion of Patients

100%

90%
80% |
70% |
60% |
50% |
40% |
30%|
20% |
10%|

Medical Attention for Nephropathy in current

NCQA Comprehensive Diabetes Care group:
Red lines show 25t 50th, and 75t percentiles
of performance (2018 Q4) among 90 AMGA
member organizations in Together to Goal,®

AMGA Foundation’s campaign to improve
care for 1 million people with type 2 diabetes.

o
AMGA

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved.
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Issues with Current Medical Attention for Nephropathy Measure

AMGA.

e eGFR not included, an important test for CKD detection and risk stratification

e “Topped-out” at most health systems, false sense of optimal kidney care for people
with diabetes

e Convoluted measure: can meet the numerator in multiple ways, which may
or may not have been a deliberate attempt to address nephropathy

Copyright © 2019 AMGA. All rights reserved. EIMEELCIE



Measure #3- Medical Attention for Nephropathy

T2G Cohort
(Denominator)

\

Is there evidence of a
nephropathy screening or
monitoring test*?

Yes

No
\

Is there evidence of a
diagnosis of nephropathy or
treatment for nephropathy

(including a visit to a

nephrologist)*?

Yes

Numerator Compliant

No

\)

Is there evidence of ACE-i or
ARB use*?

Yes

Numerator Compliant

No

Not Numerator Compliant

Numerator Compliant

* during the 12-month
measurement period

AMGA

e 685,000 patients with type 2 diabetes receiving
care at 24 different health care organizations

— patients age 18 — 75, with a diagnosis of type 2
diabetes, and > 2 visits in the last 18 months with
a PCP, cardiologist , endocrinologist, or
nephrologist

e Urine protein measurements

— kidney health evaluation measure: albumin to
creatinine ratio only

— medical attention for nephropathy: includes a
broader set of urine protein measurements (e.g,.
including qualitative measurements with a
dipstick)

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved. amga.org 90



UACR Measurement Rates

e 685,000 patients age 18 — 75 with type 2 diabetes and at least 2 visits with a PCP, cardiologist, endocrinologist, or nephrologist.
e Overall, 49% of patients (in green) had a urine albumin to creatinine test in the 12 month measurement period.
e Rates ranged from 41 — 58% across individual organizations.

56%

55%

53%

53%
.t 1 [ | [ [ [ [ ]
53%
51%
51%

50%

50%

47%

46%

48%

No uACR

UACR measured

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved.
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Urine Protein Test for Nephropathy Screening or Monitoring

e 685,000 patients age 18 — 75 with type 2 diabetes and at least 2 visits with a PCP, cardiologist, endocrinologist, or nephrologist. AMGA
e Overall, 15% of patients (in light green) had a urine protein test in the 12 month measurement period other than uACR.

e Rates ranged from 7 — 31% across individual organizations.
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Diagnosis or Treatment of Nephropathy or Visit with Nephrologist

e Overall, 6% of patients (in teal) had a diagnosis for nephropathy, treatment for nephropathy, or a visit with a nephrologist, A
and no urine protein test.

K 4
@
>

e Rates ranged from 3 — 8% across individual organizations.
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— — 9% _ | —§—§—a€— T el wllell el lel!t M T H H H &M <1
a0 £ & SR R[5 B (R IE|IR R B E B 8 g]l8" R

] ] 80% || ] n ] ] ] 1 ] ] ] ] o - ] ] ] -

70%

15%
|
17%
|
16%
|
17%
|

] — 60% [
15%

|
18%
|
17%
|
|

12%

7% |5
4%
19%
\
8%
5%
6%
4%
8%
\

17%
31%

50%

40%

” I Iglglgl
m m m
n n Ty}

20% D No urine protein screening, Dx, or visit

. Nephropathy Dx or Visit (no urine protein screen)
Other urine protein test (no

10%

D UACR)

. UACR measured

0%

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved. amga.org 93



ACE or ARB Prescriptions

e Overall, 15% of patients (in orange) had an ACE or ARB prescription and no urine protein test, nephropathy Dx,

nephropathy treatment, or visit with a nephrologist.
e Rates ranged from 12 — 19% across individual organizations.

visit)
Nephropathy Dx or Visit (no urine protein
Other urine protein test (no
10%
D UACR)
. UACR measured
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screen)

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved.

14%

16%

14%

19%

amga.org

14%

31%

14%

14%




Pushback on Including ACE/ARBs AMGA

e While the evidence shows that ACE/ARBs are beneficial among patients with T2DM
and albuminuria, the medical attention to nephropathy measure only requires a
prescription, with or without evidence of albuminuria

* ~ 15% of patients met the measure for use of ACE-i/ARB only
— < 1% of patients who met the measure solely on ACE-i/ARBs use had a Dx for microalbuminuria !
— ~ 75% had a diagnosis for cardiovascular disease (e.g., hypertension)?

» “Use of these medications does not obviate the need for a nephropathy screening in diabetics.
Inclusion of these medications as numerator compliance leads to overreporting and may
contribute to underscreening of a population at risk.”!

IKrause TM, Ganduglia-Cazaban C, Finkel KW. Rates for HEDIS Screening for Diabetic Nephropathy Quality Measure May Be Overstated. Manag Care. 2018;27(8):45-49.

Copyright © 2019 AMGA. All rights reserved. EIMEELCIE



Key Points

AMGA.

Most patients with T2DM have eGFR measured, consistent with guideline recommendations.
UACR measurement rates were moderate and variable across organizations.

Measurement rates varied widely within organizations, many with one or more site of care
among the highest and lowest performers across sites at all organizations.

Current medical attention for nephropathy may be giving false sense of optimal kidney care
for people with T2DM

Proposed kidney health evaluation measure helps identify opportunities for improvement at
all organizations, which would likely stimulate more consistent use of evidence-based therapy
and more accurate risk prediction, reducing complications in this high-risk population.

Copyright © 2019 AMGA. All rights reserved. EIMEELCIE




Next Steps LMGA

e Working with NKF and NCQA to evaluate the kidney health evaluation measure, to replace
the medical attention for nephropathy measure in NCQA’s Comprehensive Diabetes Care
measure set

— Examine performance and disparities

— Describe association of evidence based interventions with meeting quality measure
e Use of kidney protective drugs, nephrology consultation, Statin therapy, diabetes and blood pressure control

— Compare to same for current medical attention to nephropathy measure
— Goal: NQF endorsement of new measure

e Working with AMGA members to understand trends and barriers in measurement for uACR
and eGFR among patients with type 2 diabetes

amga.org

Copyright © 2019 AMGA. All rights reserved.



Breakout Groups

* Group 1—Curie Room

e Group 2 —Edison G
 Group 3 — Edison EF (Stay here)




Together2Goal.

AMGA Foundation
National Diabetes Campaign

©2019 All rights reserved



Together 2 Goal® Innovator Track 133

e Cardiovascular Disease Cohort
— Concluded June 2019

* Eye Care Cohort
— Concluded September 2019

* 12 month programs

Q]

o

'\

©2019 All rights reserved



CVD Cohort

oIk X
SWEDISHAMERICAN PriMED
M e I’c‘ylll- A DIVISION OF UW HEALTH E; B H‘:IS [CTANS

g You Well*

Geisinger

MEDICAL
GROUP

16 Kelsey-Seybold Clinic _ .8 . . {&HATHESBURG WATSON CLINIC 1.
Utlca park c"nlc CLINIC Quality Healthcare for Every Generation

@ Southwest Medical®

®  part of OptumCare®

\/Iedlcal (,1 oup

12 groups
~ 4,000 FTE Physicians

190,000+ T2D Patients

Your Doctors for Life



CVD Cohort Measures Tﬁ

e 1: Non-Tobacco User

* 2a: Daily aspirin for 2° prevention Daily Aspifin or
* 2b: Daily aspirin for 1° prevention Anti-Platelet Agent

e

* 3a: Any statin Lipid

. . . . Management
e 3b: High-intensity statin for Secondary
* 3c: Measured LDL< 70 revention

©2019 All rights reserved



CVD Cohort Outcomes Tﬁ

° 1,700 additional patients with tobacco-free status

« 600 additional patients with documented aspirin therapy (secondary prevention)
° 1,000 additional patients with documented aspirin therapy (primary prevention)
o 775 additional patients with a Rx for any statin

° 1,900 additional patients with a Rx for high-intensity statin

° 1,640 additional patients with LDL < 70 mg/dL

©2019 All rights reserved
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Eye Care Cohort Measure

e Patients with documented screening for diabetic
retinal disease

v" Increase the number of screenings conducted (screening new patients
that are at risk who have not been screened before)

v" Increase documentation of eye screenings (could entail improving the
capture of external or internal exams that previously weren’t recorded in
the health record)

©2019 All rights reserved
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Eye Care Cohort Outcomes 135

- 8,600 additional patients with documented screening

— absolute improvement ranged from 2% to 21%

— relative improvement ranged from 5% to 45%

©2019 All rights reserved



Plank Mentors

Rae Ann Williams, M.D., FACP +
HealthPartners Care Group
Regional Medicol Director, Primary Care

Brian Shablin, M.D., M.S.
Lehigh Valley Physician Group

Quality Lioison-internal Medicine.
Proctice Lead-LVPG W. Broad

Mark R, Greenwood, M.D.

Intermountain Medical Group

Family Medicine Medical Director

Scott Hines, M.D. n
Crystal Run Healthcare

Chief Quality Officer and Medical
Director

Valerie Spier, MPH., RD, COE Frank Colangelo, M.D., M.S.-HOS,
Sutter Health

Janet Appel. RN, M.SN.
Shupﬂeessmlyue&al&-ow
Director of Population Heolth and
informotics

l ogether
2 Goal

Clinical Performance mprovement Premier Medical Associates. P.C.
Consultont Chict Quality O

WMND.G‘.FAC‘E.“ jana Spanc-Brennan, D.0., FACC ian Jame:
FAAP Hacs 20 o wos, D0 AMGA Foundation
Summit Medical Group, P.A. Geizinger National Diabetes Campaign
Ballad Health
Cardiologist
Vice President and Chief Medical
Officer. Ballod Medicel Services
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Interactive Campaign Planks 135

CAMPAIGN PLANKS

Improve Care Delivery Leverage Information
Technology

Publish Transparent
‘niornal Reports

of Cardiovascular Disease
Contact Patlenis Not at

Goal & with Therapy
Change within 30 Days

©2019 All rights reserved



National Day of Action — Nov. 7, 2019 135

é
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&
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T2G Talk & Taste Events

Watch a Plank Mentor video
* Discuss as a team

* Recognize exceptional staff
* Celebrate successes
* Enjoy a healthy meal!

Wrap Report coming soon!




New Partnerships Tﬁ

Connected for Life N D O C R | N
KnowDiabetesbyHeart" SOCIE

o

©2019 All rights reserve
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112G Patient Lives Improved

Baseline through Year 3

Nikita'Stempniewicz, Cori Rattelman, Caitlin'Shaw, John Cuddeback
September 2019



Tracking Achievement

Population Measures

— Proportion of patients in control (%)
* Alc<8.0
* BP<140/90
* Statin Rx
* Nephropathy
* Bundle

— Cross-sectional

— Reported quarterly
— Ages18-75

Together2Goal.

AMGA Foundation
National Diabetes Campaign AMGA

Patients Improved

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved.

Number of patients with sustained
improvement

* New diagnosis of type 2 diabetes
* Improve on at least one measure

Longitudinal

Reported annually
* Year 3 concluded 2019 Q1

Ages 18 — 89

Number of patients with sustained
control on bundle measure

amga.org
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Together2Goal.

ine)

2016 Q1 (Basel

HbAlc< 8.0 -

National Diabetes Campaign

AMGA Foundation

850,000 patients with type 2 diabetes, across 70 AMGA member organizations
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AMGA.

Together2Goal.

AMGA Foundation

2019 Q1 (Year 3)

HbAlc< 8.0 -

National Diabetes Campaign

1,010,000 patients with type 2 diabetes, across 70 AMGA member organizations
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AMGA.

Together2Goal.

2016 Q1 (Baseline)

T2G Bundle -

National Diabetes Campaign

AMGA Foundation

790,000 patients with type 2 diabetes, across 65 AMGA member organizations
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AMGA.

T2G® 2019 Q1: Proportion of Patients Compliant with All Elements of the T2G Bundle

National Diabetes Campaign

AMGA Foundation

Together2Goal.

2019 Q1 (Year 3)

930,000 patients with type 2 diabetes, across 65 AMGA member organizations

T2G Bundle -

117

amga.org
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Distribution of Measure Performance Rate

Bundle Control Alc Control BP Control Attn for Nephropathy Lipid Management
100% 100% 100% 100%
96% 96% 96% 96%
92% 92% 92% 92%
88% 88% 88% 88%
84% 84% 84% 84%
80% 80% 80% 80%
76% 76% 76% 76%
72% 72% 72% 72%
68% 68% 68% 68%
64% 64% 64% 64%
60% 60% 60% 60%
56% 56% 56% 56%
52% 52% 52% 52% 52%
48% 48% 48% 48% 48%
44% 44% 44% 44% 44%
40% 40% W 40% 40% 40%
36% 36% 36% 36% e 36%
32% 32% 32% 32%| | )5th, 50, 75t and 90th | o
28% 28% 28% 28% Percentiles 28%
24% 24% 24% 24% 24%
20% 20% 20% 20% 20%
16% 16% 16% 16% 16%
0 5 10 15 20 0 5 10 15 20 0 5 10 15 20 0 5 10 15 20

Number of Health Care Organizations (Reporting for 2018Q4) amga.org 118



Measures — Population-level “Control” Rates: 2016 Q1 - 2019 Q1

AMGA.
e 70 organizations reporting measures for 3 years (65 Core Track + 5 Basic Track)
e Average performance rate (group weighted) from baseline (2016 Q1) to year 3 (2019 Q1)
2016 Q1 2017 Q1 2018 Q1 2019 Q1 A 2016-2019

T2DM prevalence 13.8% 13.6% 13.8% 14.2%

HbAl1lc< 8.0 65.6% 66.4% 67.5% 67.3% +1.6%

BP < 140/90 72.9% 74.0% 75.3% 75.9% +3.0%

Nephropathy 85.9% 87.0% 87.9% 88.5% +2.6%

Lipid management 68.7% 69.5% 71.5% 73.3% +4.5%

T2G Bundle 33.4% 34.9% 37.5% 38.5% +5.1%

amga.org

Copyright © 2019 AMGA Analytics LLC and Optumlnsight Inc. All rights reserved.



Opportunities for Improvement '!:czAg:utr‘gﬁeorzGoal.
National Diabetes Campaign AMGA

e Patients with no prior diagnosis

— New diagnosis for type 2 diabetes (on claim* or problem list)
¢ Review clinical data for existing evidence that’s diagnostic or strongly suggestive of type 2 diabetes
e Practice-based screening

e Patients with a diagnosis of type 2 diabetes
— If Alcis not measured (during measurement period), measure Alc
— If Alc > 8.0, bring Alc into control
— if BP is not measured, measure BP
— If BP >140/90, bring BP into control
— If no medical attention to nephropathy, screen/diagnose or refer to a nephrologist

— If no statin prescribed and LDL > 70 mg/dL, prescribe (or re-try) a statin

* We require Dx codes on claims to be associated with a face-to-face encounter with a provider, to ensure we don’t pick up a code for diabetes that’s used in a
“rule-out” sense, on a claim for a lab test intended as screening for diabetes. This use of the code is technically not correct, but it's a common error.

amga.or
Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved. 9 g



Have Dx: Opportunities for Improvement
Campaign baseline data (2016 Q1): Broader population, i.e., patients age 18 — 75 with > 1 visit (instead of > 2 visits required in T2G)

BP Measurement  BP Control M Alc , ,.ilﬁn, Nepht"opath Statin Rx Total # of Opportunities
UL ot Yy
100%
7.2% (a) 58%
0,
90% (3) 121%
80%
70% (2) 20.4%
60%
50%
40%
30%
209, ] Not Eligible
A _ i i
= Improvement Opportunity | Opportunity to sustain
10% [ No Opportunity | bundle control
° 1]
0% L

amga.org 121
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Exam

Exam

Exam

Exam

Exam

Exam

Exam

Improvement Calculation '!:czAg:utnE:ﬁeo:zGoal.
National Diabetes Campaign AMGA

Alc BP Lipid Nephropathy Bundle Improvement
Baseline  Year3 Baseline  Year3 Baseline Year 3 Baseline Year 3 Baseline Year 3 Baseline > Year3
ple A v Vv v Vv v Vv X v
ple 8 v v v v x v
ple C v Vv v v X X
ple D v v X X v Vv X X
v v x
ple x X 3
ple G v v v v v v v v v v X

Improvement is assessed for each patient, then summarized for all patients in the T2G denominator

Example A — Moving from out-of-control (X) to in-control (¢) on any measure counts as improvement, provided it is not offset by movement from in-control to out-of-control on another
measure (see Example D)

Example B — Moving from out-of-control to in-control on multiple measures improves performance, but it counts the same as a single measure toward improvement

Example C — Moving from out-of-control to in-control does not count as improvement if it is “offset” by regression (moving from in-control to out-of-control) on another measure
Example D — Remaining out-of-control diminishes performance on the respective measure, but it does not offset improvement on another measure

Examples E and F — Improvement on two measures is not offset by regression on one other measure, but it is offset by regression on two other measures

Example G — Remaining in-control (¢/) maintains performance on the respective measure, but it does not count as improvement for the campaign

amga.or
Copyright © 2019 AMGA Analytics LLC and Optumlnsight Inc. All rights reserved. 9 g




Together2Goal.

Improvement Calculation AMGA Foundation

National Diabetes Campaign

Compare data from Year 3 (2019 Q1) to Baseline (2016 Q1)

— 47% of patients in T2G Cohort in 2019 Q1 were in T2G Cohort at Baseline (2016 Q1)

Evaluate these patients for improvement in measures, from baseline to year 3

2015 2016 2017 2018 2019
Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 a3 Q4 Q1 Q2 Qa3 Q4 a1 Q2

| Baseline | Year 1 Year 2 Year 3

[ 2016 Q1| = e e =

\ 2016 Q2| I

2016 Q3] 1

[ 2016 Q4| 1

[ 2017 Q1] 1

| 2017 Q2| -

| 2017 Q3 I

[ 2017 Q4 1

\ 2018 Q1| 1

[ 2018 Q2| |

| 2018 Q3| 1

[ 2018 Q4] :

[ 2019 Q1) ===

~opTum:

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved.

% of 2019 Q1 Pop. (T2G Cohort) by Baseline Qtr.

100%

90%

80%

70%

60%

50%

40%

30%

20%

10%

0%

Look backward, to ensure that any improvements are sustained through end of measurement period

5%

5%

5%

5%
5%

3%

3%

amga.org

AMGA.

1stQtr. in T2G
E 201901
O 201804
0 201803
1 2018Q2
M 2018Q1
® 201704
O 2017Q3
O 2017Q2
W 201701
M 2016Q4
O 201603
O 201602
O 201601

123



Together2Goal.

Improvement Calculation sundation
p :I:ItiGcﬁ:I Diageies Campaign AMGA

* For remaining current T2G Cohort patients, evaluate cohorts quarterly—check how they entered the T2G Cohort

— Patient new in T2G Cohort but Active in a prior quarter - established patient, newly diagnosed
(diagnosis counts as improvement)

— Patient new in T2G Cohort and in Active Population - new patient, already diagnosed
(diagnosis does not count as improvement)

e Evaluate these patients for improvement in measures, from cohort entry to current

* Consider patients who were active during the campaign, but not in the most recent quarter

— Include improvements among patients who were active in > 2 quarterly reporting periods but not the most recent quarter
e Evaluate these patients for improvement in measures, from cohort entry to exit

* Lives improved includes only the AMGA members who are reporting data quarterly on the campaign measures

* For patients with bundle control at cohort entry or baseline, check to see if they sustained bundle control

— These patients are not eligible for any improvements toward the campaign goal

amga.org

Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved.



Patients with Improved Care -!:‘Z?:uﬁﬁlﬁf 2Goal
National Diabetes Campaign AMGA

Among 1,780,000 patients with T2DM age 18 — 75, included in 2019 Q1 population
— 735,000 patients with improved care, through the end of year 3 of the campaign (2019 Q1)

— 223,000 patients with sustained bundle control for > 1 year

¢ These patients had all measures in control at baseling, i.e., they were not eligible for any improvements and have no
overlap with the 735,000 patients above

e Among 3,100,000 patients with T2DM age 18 — 89, included in 2019 Q1 population or in 2 2 reporting
periods during campaign

— 1,082,000 patients with improved care, through the end of year 3 of the campaign (2019 Q1)
— 336,000 patients with sustained bundle control for > 1 year

e About 1/3 of improvements are people who have a new diagnosis of type 2 diabetes

e About 2/3 are patients who already had a diagnosis and achieved a net improvement in control,
among the 4 measures that make up the T2G bundle

amga.org

Copyright © 2019 AMGA Analytics LLC and Optumlnsight Inc. All rights reserved.
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1,082,000

336,000




Update: Adoption of new
therapies and guidelines in the
management of patients with
12DM and CVD



Clinical Inertia can take place across all stages of

chronic disease AMGA.
. . Adoption of
Screening and Advancing new therapies
diagnoses therapy and guidelines

amga.or
Copyright © 2019 AMGA Analytics LLC and Optuminsight Inc. All rights reserved. 9 g



GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
IF HbA, ABOVE TARGET PROCEED AS BELOW

ESTABLISHED ASCVD OR CKD

3

!

\:

J

WITHOUT ESTABLISHED ASCVD OR CKD

\:

T0 AVOID
CLINICAL INERTIA
REASSESS AND

MODIFY TREATMENT
REGULARLY
(3-6 MONTHS)

\:

= Consider adding the other class
(GLP-1 RA or SGLT2i) with proven
CVD benefit

DPP-4i if not on GLP-1 RA

Davies M, D'AlessioD, et. al. Management of Hyperglycemiain Type 2 Diabetes, 2018. A Consensus Report by the American

with proven CVD benefit'

DPP-4i (not saxagliptin) in the setting
of HF (if not on GLP-1 RA)

Basal insulin*

S

HF OR CKD PREDOMINATES
= COMPELLING NEED TO MINIMIZE WEIGHT
PREFERABLY COMPELLING NEED TO MINIMIZE HYPOGLYCEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE*"
SGLT2i with evidence of reducing
SGLT2i with HF and/or CKD progression in GLP-1 RA with
GLP-1RA proven CVD CVOTs if eGFR adequate’ DPP-4i GLP-1RA SGLT2R T good effcacy SGuTai U 170
with proven benefit', | WF--------- OR ---------- for weightlose?
CVD benefit' if eGFR If SGLT2i not tolerated or 3 J 4 ¥
adequate’ contraindicated or if eGFR less 1 HbA 1 HbA If HbA If HbA
than adequate?add GLP-1 RA e Lo le 1
g above target ahove target ahove target above target [ If HbA, above target ] [ I HbA,  above target ]
with proven CVD benefit'
\ J v v ¥ ¥ ¥
v ¢ GLP-1RA SGLT2i
If HbA,_ above target If HbA, , above target ] selrai seLrai OR OR GLP-TRA with
¢ 4’ OR OR DPP-Li DPP-4i S6LT2¢ good efficacy TZD" SU?
TID 20 OR OR for weight loss®

If further intensification is required or « Avoid TZD in the setting of HF 2D GLP-1RA
patient is now unable to tolerate . )
6LP-1 RA andlar SGLT2:. choose Choose agents demonstrating CV safety: \ll ~l¢ \lo sl/
agents demonstrating CV safety: « Consider adding the other class If HbA,, above target [ If HbA, above target ] [ If HbA,, above target ]

¥

¥ ¥

¥ v

Continue with addition of other agents as outlined above

v

Diabetes Association (ADA) and the European Association for the Study of Diabetes (EASD). Diabetes Care Sep

2018, dci180033; DOI: 10.2337/dci18-0033

If HbA,_above target
<

¥

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’

If triple therapy required or SGLT2i
and/or GLP-1 RA not tolerated or
contraindicated use regimen with
lowest risk of weight gain
PREFERABLY
DPP-4i (if not on GLP-1 RA)
based on weight neutrality

« Insulin therapy basal insulin with
lowest acquisition cost

OR

= Consider DPP-4i OR SGLT2i with
lowest acquisition cost™

¥




Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i

e 4 cohorts of patients with type 2 DM across
22 AMGA member organizations

e Observed for existing or new Rx of novel
antidiabetic agents: GLP-1 RA, SGLT2i, or
DPP-4i during four 36-month periods ended

— 2016 Q1 (n=361,496)
— 2017 Q1 (n=375,246)
— 2018 Q1 (n=399,137)
— 2019 Q1 (n=443,224)

Data for AMGA members using an Optum population health
analytics platform. Optum is AMGA's Distinguished Data
and Analytics Collaborator and is a Principal Corporate
Collaborator for Together 2 Goal.



Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i

with GLP-1 Rx (3 yrs)

e 4 cohorts of patients with type 2 DM across
25% 22 AMGA member organizations

e Observed for existing or new Rx of novel
antidiabetic agents: GLP-1 RA, SGLT2i, or
DPP-4i during four 36-month periods ended

— 2016 Q1 (n=361,496)
15% — 2017 Q1 (n=375,246)

/ﬁx, 2018 Q1 (n=399,137)

2019 Q1 (n=443,224)

8%

)
(=]
X

=
o
S

T2G Type 2 Diabetes Patients

5%

0%

2016Q1 2017Q1 2018Q1 2019Q1



Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i

with GLP-1 Rx (3 yrs) | with SGLT2 Rx (3 yrs)
e 4 cohorts of patients with type 2 DM across
25% 22 AMGA member organizations
‘E e Observed for existing or new Rx of novel
s 20% antidiabetic agents: GLP-1 RA, SGLT2i, or
g DPP-4i during four 36-month periods ended
1]
% — 2016 Q1 (n=361,496)
s 15% — 2017 Q1 (n=375,246)
- A 2018 Q1 (n=399,137)
(o] o, — = ,
N / 13% //13'%
S 0% /1 // — 2019 Q1 (n=443,224)
- (o
2 o o«
(A 8% a%
5%
0%
2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1




Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i

with GLP-1 Rx (3 yrs) | with SGLT2 Rx (3 yrs) | with DPP-4 Rx (3 yrs)

e 4 cohorts of patients with type 2 DM across
25% 22 AMGA member organizations

‘E e Observed for existing or new Rx of novel
= 20% antidiabetic agents: GLP-1 RA, SGLT2i, or
e : e DPP-4i during four 36-month periods ended
v
¢ 18% | - — 2016 Q1 (n=361,496)
" 15% — 2017 Q1 (n=375,246)
a)
~ A _» — 2018 Q1 (n=399,137)
S oo ,/ ot — 2019 Q1 (n=443,224)
. (]
& — //
- 8% 8%

5%

0%

2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1



Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i
By organization

with GLP-1 Rx (3 yrs) | with SGLT2 Rx (3 yrs) | with DPP-4 Rx (3 yrs)

/ - e e Each colored line represents the prescription
25% V- rate at one of 22 AMGA member

- / / organizations
5 " /4
E 20% |« /
8 e
° // /;
= 0 P 7
® 15% o
3 / '~
~ o : >
()]
o
2 10%
iG]
N 7

.//

(

0%

2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 201901



Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i

By

organization

with GLP-1 Rx (3 yrs)

with SGLT2 Rx (3 yrs)

with DPP-4 Rx (3 yrs)

25%

20%

15%

T2G Type 2 Diabetes Patients
=)
X

5%

0%

28%

26%

25% <

23%

- 20%

7%

3%

/%

2%

2016Q1 2017Q1 2018Q1 2019Q1

2016Q1 2017Q1 2018Q1 2019Q1

2016Q1 2017Q1 2018Q1 2019Q1

e Each colored line represents the prescription
rate at one of 22 AMGA member
organizations

e Significant variation in rates but pattern of
medication uptake is consistent across
organizations



Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i
by CVD status

with GLP-1 Rx (3 yrs) | with SGLT2 Rx (3 yrs) | with DPP-4 Rx (3 yrs)

e Prevalence of CVD among these type 2 DM

25% patients ranges from 28% in 2016Q1 to 30%
in 2019Q1
® 20%
.—"".‘_—‘\\.
18% 18%
15%

/1;% A
13%
/ y /

T2G Type 2 Diabetes Patients

0, o
10% d e CVD for T2G — HEDIS Value Sets
oy .
i ./ (diagnoses, events, or procedures):
0 0
8% = |schemic vascular disease
5% *  Mpyocardial infarction
= Coronary artery bypass graft
= Percutaneous coronary intervention
0% = Other revascularization procedure

2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1



Medication uptake: Patients with prescription for GLP-1 RA, SGLT2i, or DPP-4i
by CVD status

with GLP-1 Rx (3 yrs) | with SGLT2 Rx (3 yrs) | with DPP-4 Rx (3 yrs)

e Prevalence of CVD among these type 2 DM

25% patients ranges from 28% in 2016Q1 to 30%
in 2019Q1
e Patients with CVD are no more likely to be
20% : prescribed GLP-1 or SGLT2 than patients
195.-0——.\@% without

2016Q1 2017Q1 2018Q1 2019Q1
0,
15% [l NocvD 261,853 268,312 280,753 311,902

% . B cvo 99,643 106,934 118,384 131,322
13% / /12.%

0, P V
10% e CVD for T2G — HEDIS Value Sets
f ?/ (diagnoses, events, or procedures):

8% . .
° = |schemic vascular disease

T2G Type 2 Diabetes Patients

5% B% *  Mpyocardial infarction

= Coronary artery bypass graft

= Percutaneous coronary intervention
0% = Other revascularization procedure

2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1|2016Q1 2017Q1 2018Q1 2019Q1



Adoption of guidelines: Among patients with Alc 2 8.0, proportion with new Rx for
GLP-1 RA, SGLT2i, or DPP-4i, by CVD status

Patients with baseline DM medication regimen
excluding: DPP-4, SGLT2i, GLP-1 and insulin

period

24-month baseline m:::t:‘r:rr‘rt\:n .
(used to establish baseline Rx regimen)




Adoption of guidelines: Among patients with Alc 2 8.0, proportion with new Rx for

GLP-1 RA, SGLT2i, or DPP-4i, by CVD status

Patients with baseline DM medication regimen
excluding: DPP-4, SGLT2i, GLP-1 and insulin

and Alc =2 8.0

24-month baseline
(used to establish baseline Rx regimen)

12-month
measurement
period

EOD
3/31/2019

2016Q1 2017Q1 2018Q1(2019Q1)

B cvo 2,712 2,870

M NocvD 10,834 11,396 11,300 12,371
2,910 3,248




Adoption of guidelines: Among patients with Alc 2 8.0, proportion with new Rx for
GLP-1 RA, SGLT2i, or DPP-4i, by CVD status

with new GLP-1Rx | with new SGLT2Rx | with new DPP-4 Rx |

T2G T2DM Pts w/ OAD (not SGLT2/DPP-4) at BL and Alc 2 8

Patients with baseline DM medication regimen
excluding: DPP-4, SGLT2i, GLP-1 and insulin

25% -
and Alc 2 8.0
20% -
24-month baseline m:::t:‘r:rr‘rt\:nt
15% |- 4 (used to establish baseline Rx regimen) period
EOD
3/31/2019

10% -

% 2016Q1 2017Q1 2018Q1 2019Q1

M NocvD 10,834 11,396 11,300 12,371
0% M cvo 2,712 2,870 2,910 3,248




Adoption of guidelines: Among patients with Alc 2 8.0, proportion with new Rx for
GLP-1 RA, SGLT2i, or DPP-4i, by CVD status

with new GLP-1 Rx

with new SGLT2 Rx

with new DPP-4 Rx

T2G T2DM Pts w/ OAD (not SGLT2/DPP-4) at BL and Alc 2 8

25%

20%

15%

10%

5%

0%

1%

\

N

16%

Patients with baseline DM medication regimen
excluding: DPP-4, SGLT2i, GLP-1 and insulin

and Alc =2 8.0

13%

A~

24-month baseline

(used to establish baseline Rx regimen)

9%

&\/
8%

12-month
measurement
period

EOD
3/31/2019

5%

2016Q1 2017Q1 2018Q1 £019Q

Il NocvD 10,834 11,396 11,300§ 12,371
2,870

M cvo 2.712

2,910

2016Q1 2017Q1 2018Q1 2019Q1

2016Q1 2017Q1 2018Q1 2019Q1

2016Q1 2017Q1 2018Q1 2019Q1




T2DM patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin

and Alc 2 8.0

201901

100%
90%
80%
70%
60%
50%
40%
30%
20%

10%
0%

No CVD
N=12,371

CvD
N=3,248

Each patient counted only once, based
on the following order of interventions:

B added GLP-1 and SGLT2

[0 added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
[0 added Insulin ONLY

No change



T2DM patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin
and Alc 2 8.0

2016Q1

2017Q1

2018Q1

201901

100%
90%
80%
70%
60%
50%
40%
30%
20%

10%
0%

No CVD CvD

No CVD CcvD

No CVD CvD

No CVD cvD

Each patient counted only once, based
on the following order of interventions:

B added GLP-1 and SGLT2

[0 added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
O added Insulin ONLY

O No change



T2DM patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin
and Alc 2 8.0

2016Q1

2017Q1

2018Q1

201901

100%
90%
80%
70%
60%
50%
40%
30%
20%

10%
0%

43.3%

37.2%

43.7%

40.2%

43.8%

39.0%

44.0%

39.3%

No CVD

CVvD

No CVD

CVvD

No CVD

CvD

No CVD

CVvD

Each patient counted only once, based
on the following order of interventions:

B added GLP-1 and SGLT2

[0 added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
[0 added Insulin ONLY

O No change



T2DM patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin
and Alc 2 8.0

2016Q1

2017Q1

2018Q1

201901

100%
90%
80%
70%
60%
50%
40%
30%
20%

10%
0%

No CVD CvD

No CVD CcvD

No CVD CvD

No CVD cvD

Each patient counted only once, based
on the following order of interventions:

B added GLP-1 and SGLT2

[0 added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
O added Insulin ONLY

O No change



T2DM patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin
and Alc 2 8.0

2016Q1

2017Q1

2018Q1

2019Q1

100%
90%
80%
70%
60%
50%
40%
30%
20%

10%
0%

No CVD CvD

No CVD CcvD

No CVD CvD

NoCVD CVD

Each patient counted only once, based
on the following order of interventions:

B added GLP-1 and SGLT2

[0 added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
O added Insulin ONLY

O No change



2019Q1 measurement period: Potential clinical inertia among T2DM/CVD
patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin
and Alc 2 8.0

100%

Each patient counted only once, based on 90%

the following order of interventions:

M added GLP-1 and SGLT2

[0 added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
O added Insulin ONLY

No change

80%

70%

60%

50%

40%

30%

20%

% of T2DM Pts w/OAD (not SGLT2/DPP-4) at BLand Alc > 8

10%

0%




2019Q1 measurement period: Potential clinical inertia among T2DM/CVD
patients with BL medication excluding DPP-4i, SGLT2i, GLP-1, and insulin
and Alc 2 8.0

100%

added GLP-1

90% and/or SGLT2

Each patient counted only once, based on
the following order of interventions:

B added GLP-1 and SGLT2

added GLP-1

M added SGLT2

@ added DPP-4

B added Sulfonylurea, TZD, or Metformin
O added Insulin ONLY

O No change

80%

70%
added other 2™ line
anti-diabetic agent
and/or insulin

60%
50%
40%

30%

no new anti-diabetic

20%
agents added

% of T2DM Pts w/OAD (not SGLT2/DPP-4) at BLand Alc > 8

10%

0%

N=3,248



Adoption of guidelines: 2016Q1 to 2019Q1

% of T2DM Pts w/OAD (not SGLT2/DPP-4) at BL and Alc 28
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2016Q1 2017Q1 2018Q1 2019Q1

added GLP-1
and/or SGLT2

added other 2" line
anti-diabetic agent
and/or insulin

no new anti-diabetic
agents added



Adoption of guidelines: 2016Q1 to 2019Q1

% of T2DM Pts w/OAD (not SGLT2/DPP-4) at BL and Alc 28
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90%
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60%

50%
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30%

20%

10%

201e6Q1

2017Q1

2018Q1

2019Q1

added GLP-1
and/or SGLT2

added other 2" line
anti-diabetic agent
and/or insulin

no new anti-diabetic
agents added

™~

-

Potential clinical
inertia if ASCVD
dominates for these
patients: Fell from
87.7% to 80.0%



Summary

* Among patients with type 2 diabetes (T2DM), Rx for GLP-1 and SGLT2 continue to
increase, but still only 13% in 2019 Q1 (vs. 18% for DPP-4)

— Up ~ 5% since 2016Q for both GLP-1 and SGLT2
— Flattening out for DPP-4

— Same patterns observed at individual organizations but with significant variation in Rx rates
(range for 2019Q1: 7 to 28% for GLP-1 Rx and 5 to 26% for SGLT2 Rx)

 Patients with T2DM and evidence of CVD are no more likely to be prescribed GLP-1
or SGLT2 than patients without

— That is changing for those patients who are also not at goal (Alc > 8)

* Potential clinical inertia in adopting new Rx guidelines may be as high as 80%
— But falling nearly 8% since 2016 Q1
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12D Management:

Therapeutic Inertia, Newer Therapies, and
Intensification Tools, Oh My!

Kevin M Pantalone, DO, ECNU, FACE
Director of Diabetes Initiatives

Department of Endocrinology

Endocrinology and Metabolism Institute
Cleveland Clinic




How Are We Doing?

== Adults with HbA1c>8.0%  ==4= Adults with HbA1c>9.0%

—
X
S—
R
c
o
o
—
o
o

1999-2002 2003-2006 2007-2010 2011-2014

Based on NHANES respondents
Carls G et al. Diabetes Ther. 2017; 8(4): 863—873. Weighted to represent US adults with diabetes
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Therapeutic Inertia Summit

Overcoming Therapeutic Inertia

Ameri Overcoming
merican :
Diabetes Ther,apeUtlc
.Association. | Inertia

The American Diabetes Association has launched a new
initiative focused on Overcoming Therapeutic Inertia. Phase 1 of
this multi-year activity kicked-off on November 28th, 2018 in
Arlington, Virginia with a Summit.

This important meeting brought together over 120 members of
the diabetes health care eco-system, including interprofessional
primary care providers, diabetes specialists, health systems,
payors, industry and patient advocacy groups. The objective was
to identify and assess issues related to therapeutic inertia,
address barriers, and develop solutions and next steps that will
have a significant impact on long-term outcomes.

Summary of Proceedings @

https://professional.diabetes.org/sites/professional.diabetes.org/files/media/ada_therapeutic_inertia_interior_final.pdf



Newly-diagnosed T2D, Cleveland Clinic

« After at least 3 months of metformin monotherapy:

- Baseline A1C >7%
» 38% did not undergo early intensification (< 6 months)

- Baseline A1C >7.5%
» 31% did not undergo early intensification

- Baseline A1C >8%
« 28% did not undergo early intensification

Pantalone KM et al. Diabetes Care. 2016 Sep:39(9):1527-34.



Intensification

W No intensification
71.6
53.3
44.4

% of patients

All patients 7-7.9% 8-8.9% >9%
(53—63 mmol/mol) (64-74 mmol/mol) (275 mmol/mol)

(N=7,389) (N =4,577) (N=1,364) (N =1,448)

Index HbA

Figure 1—Rates of intensification and nonintensification of antihyperglycemic therapy observed
among 7,389 patientswith T2D duringa 6-month period following an HbA; . =7% (=53 mmol/mol).
All patients had been using a stable regimen of two OADs for at least 6 months preceding the

index HbA;..

Pantalone KM et al. Diabetes Care. 2018 Jul;41(7):e113-e114.



APPENDIX 1: CLEVELAND CLINIC TYPE 2 DIABETES CARE PATH OVERVIEW

Diabetes Type 2 Diagnosis
= 2-hr Glucose Tolerance
Test = 200 mg/dL

° "Random glucose
=200 mg/dI"

= Fasting Blood
Sugar >126

» HbAlc = 6.5%

Refer to Medication Benefits,
Efficacy/Cost and Risks and
Glycemic Control Algorithm

Address Lifestyle
Modifications
1. Diabetes education
and nutrition
counseling
. Exercise
recommendations
. Smoking
cessation plan
. Psychosocial issues
. Weight management
- Diet/exercise
- Medications
- HbAlc = 7.0%*

Goals

= HbAlc = 7.0%*

= Treat BP to
< 140/90 mm Hg
Monitor HbAlc at
least every 6 months

Foot exam 1 time

a year

HDL women > 50mg/
dL; men > 40 mg/dL
Monitor Serum
Creatinine annually*

Monitor Urine
Albumin/Creatinine
ratio annually

LDL Chelesterol

< 100 mg/dL and
< 70 mg/dL if CVD
present annually

Flu Vaccine* and
pneumococcal vaccine
(1 x between ages
2-65 and 1 x after
age 65)

>
Consider Referral

Treatment by
PCP utilizing
Glycemia
Control
Algorithm
every 6
months

h 4

Consider
nurse care
coordination
and/or
pharmacist for
high risk
patients with
uncontrolled
diabetes.

rF

When Alc is

> 9.0% after
after 6 months
of treatment,
consider referral
to endocrinology.

Or for
patients with:

» Hypoglycemia

* Insulin/injectable
starts

* Needs/
consideration
of insulin pump

= If Inadequate
diabetes
knowledge is
the main issue,
then the patient
should be
referred back
to diabetes
education.

Treatment by
endocrinologist
utilizing
Glycemia
Control
Algorithm
every 6
months.
Refer back
to diabetes
education for
inadequate
diabetes
knowledge.

Bariatrics for bariatric
surgery consult for
BMI = 30 with major
risk factors

Cardiology for chest
pain /pressure/
vascular disease

Nephrology for
renal insufficiency/
proteinuria

Neurology for
neuropathy

Ophthalmology
for annual eye exam

Podiatry for calluses/
depressed sensations/
foot ulcers

Urology for

unresponsive
sexual dysfunction

When Alc is
stable < 8.0%
consider referral
back to PCP

'
Consider Referral

“Individualized based on age, hypoglycemic unawareness and complications (e.g., GAD, ESRD, pralific nephropathy)




Ambulatory Pharmacist Referrals

2018 2019
Jan.. Febr. Mar.. April May June July S Dec.. | Jan.. Febr. Mar.. April May June
Main Campus Internal Medicine (G10) 38 45 69 59 103 62 74 63 84 85 75 75 70 26

Expand/Collapse

Stephanie Tubbs Jones Health Center
Lorain FHC

Solon FHC

Independence FHC

Wooster FHC

Strongsville FHC

Beachwood FHC

Willoughby Hills FHC
Twinsburg FHC

Richard E. Jacobs FHC
Chestnut Commons (Elyria FHC)

Indications for Referrals Legend (select Indication to Filter)

Diabetes follow-up
Hypertension follow-up
Medication Reconcilliation
Other

Hyperlipidemia follow-up
Chronic Obstructive Pulmonar..
Asthma follow-up

Smoking Cessation

Medication Cost Reduction
Medication Education

Medication Reconciliation (po..

mEcEepeE N N Nopey gey |

Polypharmacy Review by Phar..

Janua Febru Marc April May June July Augu Septe Octob Nove Dece Janua Febru Marc April May June
ry2.. ary. h20.. 2018 2018 2018 2018 st2.. mbe.. er2.. mb.. mb.. ry2.. ary.. h20.. 2019 2019 2019




T2D “Boot Camp”™ Order

Bundled EPIC Order

Mew Consult with Endocrinologist
T2D-related HM Updated/Addressed

Therapy/Management Plan Enacted

h 4

Follow-up Visit at 1 Month

MNP or Ambulatory Pharmacist to
Adjust Therapy/Regimen

Mutrition Consultation within 20 days CDE Consultation within 20 days of
of the New Consult the New Consult

(Could be SMA) {Could be SMA)

Wisit with NP/Aambulatory Pharmacist
at 2 months

|

wWisit with Endocrinologist
at 6 months

Schedule with Mephrology, Podiatry,
and Obesity Providers, etc., as
indicated

Patient with A1C < 8% at 6 months Patients with AL1C = 8% at & months will
Returned to PCP for Continued remain with Endocrinology until ALC < 8%,
Management Moving Forward MNew management Plan Enacted




Patients That Remain Poorly
Controlled

* Leverage new approaches to engage
- Virtual visits
- SMAs (T2D)
- E-consults
- Remote monitoring (CDE)
- CDE chronic care coordinators
- Local care with access to services



GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)
IF HbA,, ABOVE TARGET PROCEED AS BELOW

)

\ \:

COMPELLING NEED TO MINIMIZE WEIGHT
GAIN OR PROMOTE WEIGHT LOSS

GLP-1RA with o
good efficacy iy

for weight loss'
¥ ¥

0 AVOID
CLINICAL INERTIA
REASSESS AND
MODIFY TREATMENT
REGULARLY

NO (3-6 MONTHS)

ESTABLISHED ASCVD OR CKD

PELLING NEED TO MINIMIZE HYPOGLYCEMIA COST IS A MAJOR ISSUE™

T0*

ASCVD PREDOMINATES

HF OR CKD
PREDOMINATES

If HBA, above target

If HbA,_ above target

2 ¥ v 2

PREFERABLY
SGLT2i with evidence of

GLP-1RA
with
proven
CcvD
benefit’

adequate’®

R O e S

If SGLT2i not tolerated or

reducing HF and/or CKD
progression in CVOTs if eGFR

6LP-1RA with ‘
good efficacy
for weight loss'

‘ "

S S N

IFHBA, sbovetarget | | IfHbA_ above target

¥ ¥ N +

inue with zddition of other agents as outlined above

contraindicated or if eGFR less ¥

than adequate?add GLP-1RA
with proven CVD benefit'

If HBA, abore target

“on of SU* OR basal insuln:

Pravea CVD besefil means it has label infication of reducing CVD evests. For GLP-1 RA strengest
evigence for liraglutide > semaglutide > exesatide extended reiease. For SGLT evidence modestly
strenger for empaglifiozm > canaglifiozin
Be aware that SELTZi vary by region and infividual agent with regard to indicated level of 26FR
far initiation and cantinees use
Both emgaghtiezin and canaglifiozin have shows redactisn @ HF and redectisn in CKD
progressien is CVOTs

& Degludec or U100 glargme have demeastrated VD safety

« Choose iater generation SU with lower risk of hypoglycemia
« Consider basal imsulin with lower risk of hypogiycemia’

« Insulin therapy basal insulin with
lowest acquisition cost

If triple therapy required or SGLTZi
andlor GLP-1 RA not telerated or
contraindicated use regimen with OR
lowest risk of weight gain « Consider DPP-4i OR SG6LIZi with
PREFERABLY lowest acquisition cost™

DPP-&i (if not on GLP-1 RA)
based on weight neutrality

e

5. Low dese may be better toferated though less well studied foe TVD effects

§. Chease Later generatian SU with lower risk of hypaghycemia

7. Deglodec J glargine U300 < glargine U100 { desemi < NPH insulin

4. Semaglutide > liraglutide > dulaglutide > exenalide > kxisenatide

9. ¥ no specific comarbidities {i2. no estabisshed CVD. low risk of hypaglycemia and lower
priarity to avoid wesght gain or no weight-related comorbidities)

10.Coesder coutry- and region-specific cest af drugs. In some countries, T20s relatively more
expensive and DPP-4i relatively cheaper

Davies MJ et al. Diabetes Care 2018 Dec; 41(12): 2669-2701.

I DPP-4i not tolerated or
contramdicated or patient already on
GLP-1 RA, cautious addition of:

 SU* « TID° « Basalinsulin




GLP-1
Mechanisms of Action

This in turn...

« Stimulates glucose-dependent
insulin secretion

« Suppresses glucagon secretion
« Slows gastric emptying

from the L-cells ; « Improves insulin sensitivity

in the jejunum ¢ Y + Reduces food intake
and ileum '

Long-term effects
demonstrated in animals

« Increases 3-cell mass and
maintains g-cell function




GLP-1RAS

Benefits

Weight loss

Low (no) risk of hypoglycemia
Improved glycemic control
Reduction in systolic BP

CV risk reduction

? In-vivo increase B-cell growth/replication
Durability _
- ? Kidney protection

Side Effects/Adverse Reactions/\Warnings

- Nausea, vomiting, diarrhea, injection site reactions

- Acute pancreatitis

- Thyroid C-cell tumors, including medullary thyroid carcinoma (MTC)



SGLT2 Inhibitors: Mechanism of Action

SGLT2 inhibitors
suppress the
action of SGLT2

”~ Y s o
" Reduce glucose
reabsorption

Combo SGLT2 and DPP-4 Inhibitors: Complementary Mechanisms of Action
Authors: John Anderson, MD; Vivian Fonseca, MD, FRCP
https://www.medscape.org/viewarticle/837818_transcript


https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwimksLx6-PfAhVV_oMKHcKXDbEQjRx6BAgBEAU&url=https://www.medscape.org/viewarticle/837818_transcript&psig=AOvVaw0AOaQjqj079D8nwL7oM-Ys&ust=1547231288519601

SGLT-2 Inhibitors

Benefits

Weight loss

Low (no) risk of hypoglycemia

Improved glycemic control

Reduction in systolic BP (~ 5 mmHQg)

CV risk reduction

Reduction in risk of hospitalization for heart failure

Renal risk reduction/kidney protection (Canagliflozin, CREDENCE)
Also observed to varying degrees in studies with other SGLT-2i (CVOTS)

Risks/Negatives

Slight increase in LDL cholesterol

Hypotension

. Intravascular volume contraction

UTlIs, genital mycotic infections

Fournier’s gangrene (??77?)

Bladder cancer (??7?), Breast cancer (?7??)

Increase risk of DKA (largely in DM-1/insulin dependent DM-2)
Bone loss and increase in fracture risk (Canagliflozin)
Amputations (Canagliflozin, ? Ertugliflozin)



Cleveland Clinic EMR Large US Administrative Claims Database

Table 2 Antidiabetic medication treatment patterns strati- TABLE 2 Antidiabetes medication treatment patterns stratified
fied by cardiovascular disease (CVD) status by atherosclerotic cardiovascular disease (ASCVD) status

Medication® No established CVD  Established CVD P value? Non-ASCVD ASCVD
N=54,659 N=40,910 Medication N = 659 498 N =543 938

No OAD 17,984 (32.9%) 17,137 (41.9%) <0001 OAD only. n (%) 340485(77.0) 243967 (73.6)
OAD 36,675 (67.1%) 23773 (58.1%) 1 0AD 189 412 (55.6) 138 907 (56.9)
1 0AD 23,166 (63.2%) 14,889 (62. 6%) 2 OAD 103133(30.3)  73194(30.0)
2 0AD 9540 (26.0%) 6574 (27.7%) >3 OAD 47940 (14.1) 31866 (13.1)
>3 0AD 3969 (10.8%) 9.7%) ] Insulin £ OAD, n (%) 61278(13.9) 61452 (18.5)

(
(
(
(
(
Insulin 6211 (11.4%) 7472 (18.3%) _ GLP-1RA + OAD, n (%) 27 481(6.2) 16 430 (5.0)
(
(
(
(
(2.
(

IGLP—] RA 2978 (5.4%) 1685 (4.1%) . Insulin + GLP-1RA + OAD, n (%) 13095 (3.0) 9805 (3.0)

Liraglutide 1683 (3.1%

) 2.2%) ) Any GLP-1RA use, n (%) 40576(9.2) 26 235 (7.9)
[SGLT-2i 2265 (4.1%) 1042

)

)

2.5%) . Exenatide 3202 (7.9) 2260 (8.6)

Empagliflozin 462 (0.8% 209 (0.5%) : Exenatide ER 10 291 (25.4) 6358 (24.2)

Other ADD 1101 (2%) 853 (2.1%)

0
(
(
6(
(
@
(1.
(

Dulaglutide 5174 (12.8) 3169 (12.1)

OADs: biguanide (metformin), sulfonylurea, thiazolidinedione, dipeptidyl- Liraglutide 23006 (56.7) 15009 (57.2)

peptidase-4 inhibitor, alpha-glucosidase inhibitor, sodium-glucose -
co-transporter-2 inhibitor Any SGLT2i use, n (%) 51 997 (11.8) 29103 (8.8)

Other ADD-other antidiabetic drug: pramlintide, name brand bromocriptine Canagliflozin 35891 (69.0) 20 350 (69.9)
(Cycloset®), colesevelam, nateglinide or repaglinide Tere 11 170 (21.5) 5836 (20.1)

Empagliflozin 6530 (12.6) 3791(13.0)

ADD antidiabetic drug, CVD cardiovascular disease, GLP-1RA glucagon-like
peptide-1 receptor agonist, OAD oral antidiabetic drug

Pantalone KM et al. Cardiovasc Diabetol. 2018 Apr 10;17(1):54.
Weng W et al. Endocrinol Diabetes Metab. 2019 May 22:2(3):e00076.




Statin (any)

High intensity statin*
Ezetimibe

Fish oil

Fibrate

PCSKQ inhibitor
Antiplatelet or anticoagulant*
ACE inhibitor or ARB*
Metformin

Insulin

Sulphonylurea

DPP4 inhibitor

SGLT2 inhibitor*

GLP-1 receptor agonist*
Thiazolidinediones

Optimal medical therapy*

Lipid-Lowering Medications

187.3%

| 72.0%

CV Medications

| 35.9%

] 21.5%
[ 1125%
[ 19.0%
[ 17.9%
[ 14.6%

Glucose-Lowering Medications

- 6.9%

0% 20%

40%

60%

Arnold SV et al. Circulation. 2019 Aug 13;140(7):618-620.

80%

100%

Figure. Use of cardiovascular and glucose-
lowering medications among patients

with diabetes mellitus and atherosclerotic
cardiovascular disease.

*Components of optimal medical therapy:
high-intensity statin, antiplatelet agent or
anticoagulant (excluding triple therapy), ACE
inhibitor or ARB (excluding glomerular filtration
rate <30 mL/[min-1.73 m?]), and SGLT2 inhibitor
or GLP1 receptor agonist (for type 2 diabetes
mellitus; excluding glomerular filtration rate <30
mL/min-1.73 m?]). ACE indicates angiotensin
converting enzyme; ARB, angiotensin Il receptor
blocker; CV, cardiovascular; DPP4, dipeptidyl
peptidase-4; GLP1, glucagon-like peptide 1;
PCSKQ, proprotein convertase subtilisin/kexin
type 9; and SGLT2, sodium-glucose cotrans-
porter-2.




Growth

GLP-1RA SGLT-2i
24% YOY and 12% sequentially 25% YOY and 7% sequentially

to $2.4 billion to $1.3 billion
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Kelly L. Close <kelly close@closeconcerns.com>



Current Initiatives

« EHR-based T2D Intensification Tool

- Leverage EHR In real-time
- Facilitate care and improve outcomes

« Attempt to make T2D Care Path “Functional
- Follow progress with Care Path Dashboard

* Engage and collaborate with PCPs



BPA

BestPractice Advisory - Zzzdiabetes, Apple

(1) Patient's hemoglobin A1C is = 8%, consider intensification of treatment.

Last HBA1C, Resulted: 10/4/2018 =11 %
Prev HBA1C, Resulted: 4/6/2018 449 PM =12 %
Prev HBA1C, Resulted: 1/12/2018 3:25PM =8 %

# CLICK HERE TO INTENSIFY TREATMENT

O Acknowledge Reason

Defer - current non-adherence  Defer - other

1) Age > 18 years
AND

2) A1C Greater than or Equal to 8 in the last 6 months
AND

3) No current T1D problem on the Problem List
AND

4) Patient is not currently Pregnant



BestPractice Gara Everywhers Chief Complaint Rooming Intake i Allorgios History Pt Entered Gnr Varify Rx Banefits e Mads

Med Update Nursing Notes MyChart Sign-up Goals Review T20 Smarttorm

@ Diabetes Mellitus Type 2 Smartform
Pertinent Patient Data
ht (today) 202.1 Ibs, 132.5 kg 286.6 Ibs, 130.0 kg (1/2/201g HbAIC 9.9 (172/19)
clay) s o 8 0% (1/2/2019) Bleod 11 (12/31/18)

BMI (today) 57.1 kg/m* 56.0 kg/m* (1/2/2019)

Medication Categories

eloct Patient Goal Cardiovascular Risk Reduction | [N UL Weight Lo: Cost

AIC Lowering

Applicable Medications

Matformin Patient has Metformin Allergy
GLP-1 Receptor Agonists

SGLT-2 Transport Inhibitars Patient currently en a SGLT-2 Transport Inhibiter
oPP-4i

Alpha-glucasidase inhibiter

Health Maintenance Checks

HM Topic sTATUS LAST COMPLETION DATE DUE DATE
DILATED RETINAL EXAM Overdue 5/6/1994.
DIABETIC FOOT EXAM Overdue 5/6/1994
OMNE PNEUMOVAX PRIOR TO AGE 65 Overdue 5/6/2000
LDL CHOLESTEROL Overdue 5/6/2002
INFLUENZA Overdue 9/1/2018
HBAIC Not Due 1/2/2019 4/2/2019

URINE ALBUMIN:CREATININE RATIO Information not on file

Upen diagnasis of diabetes befare age 65, 23 should be Atage 65, Prevnar 13 pneumeccocal vaceine should be administered and one year later,
Pneumovax 23 should be only if the initial 23 shot was = 5 years ago. The second Pneumovax 23 Injection should be administered at least 5 years
after the first dose.

Health Maintenance Orders Use speed buttans 1o pre-populate SmartSet
Health Maintenance Consults ophthalmology | | Podiatry [~
Heaith Maintenance Labs HbATC HbATC (POC) Lipid Pamel
Urine Albumin Creatinine Ratio

Health Maintenance Influenza Vaccine Pneumococcal 23 (Pneumovax)
Immunizations

Other Orders Use speed buttons to pre-populate SmartSet

Diabetes Care Path Cansults Primary Care (HBATC = @ last 6 months) Weight Management (BM! » 30)

econsult inolagy (previder-to-p Diabetes Clinic Pharmacy

Diabetes Annual Education on Therapy || Diabetic Education

Diabetes Care Path Links
[ nsulin intensification Algorithm

| Care path Guide
! Madication Table (9. 12)
Type 2 Disbetes Goal Based Algorithm (p. 14)

144 Restore  Clase T Provious




nd Titration

Determine Alc goal @

Candidate for starting insulin therapv? I &

Start with basal insulin if: [ Start basal-bolus insulin regimen if:

b b

Inadequate control on 2 or 3 oral hypoglycemic agents. Severe symptomatic hyperglycemia:

o or 2 oral agents + GLP1 analog. » Polyuna. polydipsia and polyphagia.
Inadequate control with 1-2 oral agents (w/wo GLP1 » Blood glucose = 300 mg/dL.
analog therapy) and contraindications to other therapies. e HgAlc=10%.
Inadequate control with 2 oral agents & inability to
afford brand name medications.

/ ¢ Insulin analogs are available to qualified patients per patient’s assistance programs.\
e NPH and pre-mixed human insulin types are the cheapest, followed by pre-mixed
insulin analogs (See candidates):
o Greater weight gain.
Higher frequency of hypoglycemia.
Re-assess/relax Alc goal if those types of insulin were to be used.
See how and see pre-mixed insulin and human insulin types

~




Smartset

¥ ADDITIONAL MEDICATIONS  Diabetic Supplies & Rescue Medication

Medications in this group do not match any chosen criteria. e :i"g: "Ipp:esmij(:,e Ted'cmm"
DIABETES TYPE 2 ENDOCRINOLOGY AMB CCHS & » Cardiovascular Risk Reduction [Established Atherosclerotic Disease] ce Datly Rescus Hedkeation

- O Once aily Testing Supplies
Chosen Medication Criteria » Low Hypoglycemia Risk
A1C Lowering, Cost » Weight Loss / Neutral

R: e- Innovascript - Indiana, PA 15701 - 641 Kolter Drive - 877-261-5101  ¢_ 877-261-5101

(O 0nce Daily Testing Supplies with Meter
. - . () Once Daily Needles for Pens & Syringes
¥ Diabetes Specific Consults/Labs/Testing/Follow-up

¥ FIRST LINE - RECOMMENDED MEDICATIONS ~ Diabetes Type Il - Diagnosis

» Consults
Medications in this group match all chosen criteria: COMSULT TO ENDOCRINOLOGY [HbA1C > 9.0 after 6 months of treatment] : DM Type 2 Controlled without complications
Chosen Medication Criteria Routine DM TYpe 2 uncontrolled without complications

. » DM Type 2 controlled with complications
S8 e Ot g":s'-i,” 2 S AR » DM Type 2 uncontrolled with complications
outine

¥ Qualified Medications } Diabetes Related Diagnoses

|
[ metFoRMIN = Coo.;:il.l:e-ro DIABETES EDUCATION ¥ DIAGNOSIS/OTHER

_ . » Diagnosis/Other
[Thiszaliginedions » Todays Labs (up to 45 days)

 Patient Educati
[Isuifontyurea e e e £ e [ ] atient Education
Normal, Routine, BLOOD v DIABETES PATIENT INFORMATION - Will Appear on the AVS For the Patient. Please Check Appropriate Items Below

¥ SECOND LINE - RECOMMENDED MEDICATIONS . [JnvpocLycemia
» Future Labs in 3 Months CJHvpeRGLYCEMIA

Medications in this group match at least one chosen criteria. » Future Labs in 4 Months
 Cost » Future Labs in 6 Months

[ Isulfoniyurea » Continuous Glucose Monitoring (CGM)
» Immunizations

[CIPHYSICAL ACTIVITY
E DIABETES BASICS
E GLUCOSE MONITORING

[ metFoRMIN
LAVAL) 45 mcg/0.5ml susp [CJAIC EXPLANATION

DAIpha-Glucosidase Inhibitors o DPP-4i [Weight Neutral] [CJSLIDING SCALE INSULIN

DThiazoIldmed\'one ¥ EMMI Video

[ Jnixed insulins [IsitaGLIPtin (JANUVIA) 25 mg tablet [eGFR < 30] NEUMOVAX) 25 meg/0.5 mL injection [ EMMI Video - Diabetes: A1C Results

CIRegular Insulins [IsitaGLIPtin (JANUVIA) 50 mg tablet [eGFR > = 30 to < 45] D Vo - Diabtes sood Presure
[TJEmMI Video - Diabetes: Carb Counting

[ |sitaGLIPtin (JANUVIA) 100 mg tablet [eGFR » = 45] [JEmMi Video - Diabetes: Foot Care

[TJEMMI Video - Diabetes: Injecting Insulin

[CInPH Insulins

* A1C Lowering

[]6LP-1 Receptors D saxagliptin (ONGLYZA) 2.5 mg tab [eGFR < 45) [ JeMMI Video - Diabetes: Nutrition and Healthy Ezting Program
["JBasal insulin (Highly Recommended if A1C > - []saxagliptin (ONGLYZA) 5 mg tab [eGFR »= 45] v Ad-hoc Orders
[“IPrandial / Bolus Insulin
["IThiazelidinedione
[l metFormIN Dalogl\ptin (NESINA) 6.25 mg tab [eGFR < 30]

[[1SGLT-2 Transport Inhibitors

L llinagliptin (TRADJENTA) 5 mg tab [no renal dose adjustment required] You can search for an order by typing in the header of this section.

Re e- Innovascript - Indiana, PA 15701 - 641 Kolter Drive - 877-261-5101 ¢ 877-261-5101
[ Jalogliptin (NESINA) 12.5 mg tab [eGFR > = 30 to < 60]

@pAssociate| # EdtMuliple  { Providers
[Isulfonlyurea

[Jopp-4i

[lalogliptin (NESINA) 25 mg tab [eGFR >= 50]

 Close




Type 2 Diabetes Tool: Proposed Roll-Out by PCSA (Hub + spokes)

I t O I I = O ut P I a n January-March 2019 April-June 2019 July-September 2019
i
E-Learning Module

* Walk-through Video e £
« Clinical Systems Support e s
« Physician Specialist Support e Vs

Avon
Central
Wooster
M™13,000

Retrospective Study

Beachwood Independence
Independence Lakewood
([ O utCO | I I eS Lakewood Strongsville

Lorain Willoughby Hills
Solon
Strongsville
Willoughby Hills




T2D Carepath Dashboard

Care Path | Care Path Details | Provider Summary Report | Patient Summary Report | Definitions

— Type 2 Diabetes Care

Month: June 2019 - Institute: All - Location: All - Provider: All
Goal Category Name B, Metric Name Actual Last Update
Process of Care % Intensified — Primary Care 8.8% 07/18/19
% Intensified — Endocrinology 38% 07/18/19
Cost and Utilization HbA1c < 8% 72.80% 07/12/19
HbA1c > 9% 16.82% 07/12/19
Count of Diabetes Cases 50846 07/12/19

Referral to Primary Care 36.44% 07/12/19




E: Cleveland Clinic

Every life deserves world class care.




SGLT2 Inhibitors

A Change In Paradigm And Call To Arms

Paula Pinell-Salles MD FACC
November 14, 2019

VIRGINIA HEART
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Outline

» Burden of disease
» ADA/AHA/ACC guideline updates
» SGLT2i pharmacology

* SGLT2i and cardiovascular protection
» SGLT2i and renal protection

» Barriers to wide-spread implementation

» Expanding indications and ongoing Research
* SGLT2iin HF reduced EF

VIRGINIA HEART
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Burden of disease

* Prevalence 30.3 million
* Incidence 1.4 million

» ASCVD leading cause of morbidity and mortality
» Cost $37.3 billion in cardiovascular-related spending per year

» Leading cause of ESRD (44%)

» Hemodialysis costs average $90,000 annually per patient, $28 billion
overall and 69% higher among diabetics

* Overall heart failure hospitalization > 900,000 annually with 25%
readmission within first month, cost $30 billion annually

* Incident heart failure hospitalization twofold higher in diabetic patients

VIRGINIA HEART
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2019 ACC/AHA
Guideline on the Primary Prevention of Cardiovascular disease

FIGURE 2 Treatment of T2DM for Primary Prevention of Cardiovascular Disease

‘Atleast 150 minutes /week of Consideration of metformin as firstdine
‘Aggressive treatment of other CVD pharmacologic therapy to improve glycemic
-“'"t-".'- activity prr ‘control and reduce CVD risk
(class 1)

Reinforce the importance of diet and

i (- Consideration may be given to an SGLT-2

2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular Disease: Executive Summary Sept, 2019
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ADA Guidelines for Diabetic Management 2018

FIRST-LINE therapy is tformin and comprehensive lifestyle (Pncludlng mlght management and physical activity)
If HbA, above target proceed as bel

ESTABLISHED ASCVD OR CKD NO

J

WITHOUT ESTABLISHED ASCVD OR CKD

ASCVD PREDOMINATES J’ ‘L
COMPELLING NEED TO
COMPELLING NEED TO MINIMIZE e TGt TR kRTOn COST IS A MAJOR
HYPOGLYCEM
A PROMOTE WEIGHT LOSS ISSUE S

. DPP-al GLPIRA SGLT2F TZ0
adequate’ GLP1RA sue Tzo°
_________ [ ] [ ] [ } [ ] with good po—
efficacy for
1 SGLTZi not tolerated or weight loss®
contraindicated or if 9GFR less 1 HBA, MHBA, " HBA, I HBA, -
than adequate? add GLP-1 RA [ If HbA,_ above target
with proven CVD benefit' nis 3 o n 7
GLPIRA SGLT2F
SGLT21 SGLTZR on on
oR oRr OPP-ai DPP-4i GLPIRA Tz0% sut
or or with good
TZD TZD SGLT2F
¥ further intensification is TZD GLP-IRA -'ﬂw:v for
required or patient s now * Avoid TZD in the weight loss*
unabie to tolerate setting of HF ¥ ¥ ¥ ¥
GLP-1 RA andfor SGLT2, Choces egints [ If HbA, above target ] ¥ <4 ¥ HbA, sbove twaet
CV safaty: « Consider adding [ ]

* Consider adding the other the other class with Continue with addition of other agents as outiined above « tnsulin basal
class (GLP-1 RA or SGLT21) proven CVD benefit! 'L If triple therapy required or insulin mmu
with proven CVD benefit * DPP-4i (not SGLT2 and/or GLP-1 RA not 2cquisition cost

- DPP-4i if not on GLP-1RA in the setting of HFF (if r H HbA_ sbove target ] ‘tolemtad or contraincicated oRr

« Basal Insulin® mmGLD.vlﬂA) ¢ use regimen with lowest risk of + Consider DPP-4i OR

- TZ8 = Bowel Ineulin® el g SGLT2i with lowest

. sus -sue Consider the addition of SU* OR basal insulin: PREFERABLY acquisition cost®

wChaoms lster ot e o DPP-4i (if not on GLP-1 RA)
= Consider basal insulin with lower risk of hypoglycemia® based on weight neutrality
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SGLT2 Inhibitors

Pharmacology
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SGLT2 Inhibitor Mechanism of Action

The Kidney and Glucose Homeostasis

~180 g of glucose filtered per day

S$1 segment of
proximal tubule

~90%

1 ~10%
Reabsorption °

~180 g/d Distal S2/S3
segment of
proximal tubule

Virtually no glucose
Chao EC, Henry RR. Nat Rev Drug Discov. 2010;9:551-559.1% excreted in the urine

w Hypoglycemia rare
w Osmotic diuresis

A Euglycemic DKA (delayed diagnosis)
a4 Hypovolemia and hypotension
A Yeast and genitourinary infections

VIRGINIA HEART

Excellence in Cardiovascular Care

@ Drops Hbalc 0.8

v Decrease SBP 4mm
v' Decrease DBP 2mm
v' Weight loss 2-4 kg

CONTRAINDICATED :
Type | DM
Type Il DM prone to DKA

CAUTION :
Diuretic use

RAAS Inhibitor use
eGFR< 60mL/min

Medscape: SGLT2 Inhibitors in the Modern Era: Why and Where?




SGLT2
Empagliflozin (®Jardiance) highest (~2,500 fold) selectivity SGLT2 over SGLT1

Ertuglifozin* (®Steglatro) ~2,000 fold)

.

Dapagliflozin (®Farxiga) ~1,200-fold)

Canagliflozin (®Invokana) ~250 fold)

SGLT1

*neutral in cardiovascular outcomes studies
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SGLT2 Inhibitors

Cardiovascular outcomes
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Empagliflozin reduced primary composite of
CV death, nonfatal Ml and CVA

A Primary Outcome 7,020 pa‘“ents
M HR 0.86 - Median follow up 3.1 years
§ il : Mean age 63
3 Hazard ratio, 0.86 (95.02% Cl, 0.74-0,99) //E/(I
£ P=0.04 for superiorit, mpagliflozin .
3 10 e . Type 2 DM with A1C 7-10
5 5 Avg A1C 8.1
= 48% insulin
0 ' . : , ; . . 57% 10+ year diagnosis
0 6 12 18 24 30 36 42 48
Month . . 3 .
No. at Risk Established CVD with high risk of CV events
P " g ;% ies nup s om0 e 76 168 ACS> 2mo prior

LM or 2vCAD

1vCAD w abnormal MPI or unstable angina w/in 12 mo
CVA (ischemic or hemorrhagic) > 2 mo prior

Occlusive PAD with ABI< 0.9, prior intervention or > 50%

EMPA-REG OUTCOMES TRIAL. NEJM 2015; 373:2117-
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Empagliflozin reduced all-cause and
CV death

All Cause Mortality HR 0.68 CV Death HR 0.62

C Death from Any Cause B Death from Cardiovascular Causes
th 9~ Placebo 1
Pla 8 [
3 £ r
£ £ ,] ¥
pos y, = -
§ 104 S § ¢l _ 7
7.3 Hazard ratio, 0.68 (95% C1,0.57-0.82) /’ @ Hazard ratio, 0.62 (95% C1, 0.49-0.77) A~ Empag
:_E‘ P<0.001 / irv‘.p.l:zi-ﬂv,,‘r. _5 5 P<0.001 . /,
H 3
g 2
8 33
= a7,
a a Fs
0 .
48
Month
No. at Risk No. at Risk
Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414 Empaglifiozin 4687 4651 4608 4556 4128 3079 2617 172 414
Placebo 2333 2303 2280 2243 2012 S03 1281 825 177 Placebo 2333 2303 2280 2243 2012 1503 1281 825

NNT 39 for 3 years to prevent 1 death NNT 46

EMPA-REG OUTCOMES TRIAL. NEJM 2015; 373:2117-2128
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FDA NEWS RELEASE

FDA approves Jardiance to reduce
cardiovascular death in adults with type 2
diabetes

For Inmediate Release:  December 02, 2016

VIRGINIA HEART
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Canagliflozin reduced primary composite
of CV death, nonfatal Ml and CVA

. . A Death from Cardiovascular Causes, Nonfatal Myocardial Infarction, or Nonfatal Stroke
2 combined trials CANVAS and CANVAS-R :

100+ 20+ ged enein N Q0 1ORQY 7 7\ |
10,142 patients ol 18] e = RS Placebo %
Median follow up 2.4 years < 801 157 p-os _~
Mean age 63 % 70 124 086 ’/ Canaglifiozin
@ 60 12: ot

Type 2 DM with Hbalc 7.0-10.5 .::; 50+ ] o

* 57% 10+ yr diagnosis r ¥ 2

» Average A1C 8.2 ks

* 50% on insulin o
symptomatic ASCVD and >30 yo (66%) 00 26 52 78 104 130 156 182 208 234 260 286 312 338

OR Weeks since Randomization

>50yo AND > 2 risk factors No. at Risk

Placebo 4347 4239 4153 4061 25942 1626 1240 1217 1187 1156 1120 1095 789 216

DM > 10 years duration Canaglifiozin 5795 5672 5566 5447 4343 2084 2555 2513 2460 2419 2363 2311 1661 443

SBP> 140mm Hg despite BP Rx
Active smoking

Micro- or macro- albuminuria
HDL< 38.7 mg/dL

CANVAS trial. NEJM 2017; 377:644-
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Reduced Primary Composite
CV death, nonfatal MI or CVA

HR
0.86

Empaglifozin Canafliglozin

A Primary Outcome A Death from Cardi lar Causes, fatal Myocardial Infarction, or fatal Stroke
100+
209 100 209 Hazard ratio, 0.86 (95% CI, 0.75-0.97) 5 J
z Placebo 90 184 p0.001 for noninferiority lacebo -
g Z 50 16 p0.02 for superiority ”
£ 154 pog
2 ' . £ 0
& Hazard ratio, 0.86 (95.02% CI, 0.74-0.99) - g
£ P=0.04 for superiority Empaglifiozin =
” £
E E
c
3 2
& 51 3
=
£
0 T T T T T T
0 6 12 18 24 30 % 42 48 0 pem— e — :
Month 0 26 52 78 104 130 156 182 208 234 260 286 312 338
" Weeks since Randomization
No. at Risk A
Empagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370 No. at Risk
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166 Placebo 4347 4239 4153 4061 2942 1626 1240 1217 1187 1156 1120 1095 789 216
Canaglifiozin 5795 5672 5566 5447 4343 2984 2555 2513 2460 2419 2363 2311 1661 448

EMPA-REG outcomes trial. NEJM 2015; 373:2117- CANVAS trial. NEJM 2017; 377:644-657
2128 Event rate: 26.93 vs 31.48/1000 patient years
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Reduced Hospitalization for CHF

Empagliflozin Canagliflozin

1004 89 Hazard ratio, 0.67 (95% Cl, 0.52-0.87)
79 Placebo 207 ’
& 80 6
- RS £ 9 HRO.67 s
& 2 704
- o
£ 5 a0 N
2 Hazard ratio, 0.65 (95% Cl, 0.50-0.85) < 3
£ 49 P=0.002 Empagliflozin £ 504 2
Z = Canaglifiozin
g ERTE 1
= -
3 4l g 304 L S e e B e e S
8 - 0 26 52 78 104 130 156 182 208 234 260 286 312 338
20
14
104
0
0 6 12 18 24 30 36 2 4 0 % 104 130 156 137 208 294 200 286 112 13
0 26 52 78 104 130 156 182 208 234 260 286 312 338
Month Weeks since Randomization
No. at Risk No. at Risk
E;‘“Pal)g"ﬂ°z’” ;g;‘; ;2‘1‘ ;;52 ‘;‘1‘% igg’z‘ ?j;g ?;g; 13?‘5‘ iz; Placebo 4347 4267 4198 4123 3011 1667 12741256 1236 1210 1180 1158 829 233
dcebo i Canagliflozin 5795 5732 5653 5564 4437 3059 2643 2610 2572 2540 2498 2451 1782 490
EMPA-REG Outcomes Trial. NEJM 2015; 373:2117- Canvas Trial. NEJM 2017; 377:644-657
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Dapagliflozin Reduced Hospitalization
for CHF

17, 160 patients A Cardiovascular Death or Hospitalization for Heart Failure
Median follow up 4.2 years 1009 6+ Hazard ratio, 0.83 (95% Cl, 0.73-0.95)
Mean age 64 _ 90 gl P=0.005 for superiority Placebo//i
X 804 Ao
- Type 2 DM with alc > 6.5 g 704 i /
Average A1C 8.3 % 604 34 - /_/"/bapagliﬂozin
41% insulin § 504 5 //
2 404 i
Established ASCVD 1 o Y =~
Prior Ml/revascularization with LM/2vCAD 5 204 HFYF——T—T——T—T—T—T
Prior TIA/CVA or carotid revascularization fil. OW KURUR AR R ARIRRSRASHER
Prior LE revascularization, amputation or symptoms w 0 . ——
ABI< 0.9 0 180 360 540 720 900 1080 1260 1440
Days

OR

2 risk factors in men > 55 or women>_60
LDL> 130 or on lipid lowering therapy
BP> 140/90 or on Rx .
Current tobacco use > 5 cigarettes/d for > 1 year No ;ubgroup difference related to
» History of HF (10%)
» Established ASCVD (40%)

Composite driven by decreased HF hospitalization HR 0.73

DECLARE-TIMI 58. NEJM.org Nov 10 2018
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SGLT2i and Cardiovascular Outcomes: Meta-analyses of
RCTs parallel large propensity matched registries

 MACE reduction only in those with established ASCVD (HR 0.86)

« MACE reduction limited to reduced cardiovascular death and nonfatal Ml
* No reduction in CVA risk

* Reduced composite of CV death or HF hospitalization in all (HR 0.77)

 HF hospitalization reduction similar in all irrespective of prior HF or ASCVD

Journal of the American College of Cardiology
Volume 71, Issue 11 Supplement, March 2018 Lancet. 2019 Jan 5;393(10166):31-39.
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https://www.ncbi.nlm.nih.gov/pubmed/30424892
http://www.onlinejacc.org/content/71/11_Supplement

SGLT2 Inhibitors

Renal outcomes
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Reduced Renal Composite outcome*

*ESRD (HD, kidney transplant or eGFR< 15mL/min/1.73m2), doubling of serum creatinine,
or death from renal or cardiovascular outcomes

C Renal Composite D Composite of 40% Reduction in eGFR, Requirement for Renal-Replacement Therapy,
or Death from Renal Causes
1009 64 Hazard ratio, 0.76 (95% Cl, 0.67-0.87) 0 1o
904 7] Hazard ratio, 0.60 (95% Cl, 0.47-0.77)
- 5] Placebo | 90 g i)
& 804 & a0 7 .
] 704 47 ,,/‘ £ i 6 Placebo J
g [ :
2 607 3 /',/"Dapagliﬂozin @ 604 3
i 50+ 24 /,.—"/ E 50- f Canagliflozin
s 404 ‘,,./ § 40 0+ T T T T T T T T T T T
Es 30 14 / @ 0 26 52 78 104 130 156 182 208 234 260 286 312 338
= 7 T 304
£ - 8
3 204 0 /l/ T T T T T T 1 ® 204
v 0 180 360 540 720 900 1080 1260 1440 e
10+ - 10 s
0 T 1 T I T T - T 1 0 I 1 1 T I T lv T T T T T T
0 180 360 540 720 900 1080 1260 1440 0 26 52 78 104 130 156 182 208 234 260 286 312 338
Days Weeks since Randomization

DECLARE-TIMI 58 NEJM.org Nov 11 2018
CANVAS-R NEJM 2017, 377:644-657
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Canagliflozin reduced primary composite
outcome In patients with CKD

4,395 patients
Median follow up 3.6 years
Age> 30 (Mean age 63)

N
L4

] Hazard ratio, 0.70 (95% CI, 0.59-0.82)

340 participants
P = 0.00001

[
o

HR 0.70

245 participants

-
L4

Type 2 DM with AIC 6.5-12.0
* Average AIC 8.3
* Mean duration DM 16 yr

[
o

Participants with an event (%)

. . 5 - —— Placeb
+ 66% on insulin SN
—— Canagliflozin
+ ASCVD 51% 0 ; . . . . . .
0 6 12 18 24 30 36 42
Months since randomization
ACE or ARB No. at risk
il Placeb 2199 2178 2132 2047 1725 1129 621 170
eGFR 30-90mL/min/1.73m2 Canagl\aﬂ(:zig 2202 2181 2145 2081 1786 1211 646 196
UACR 300_5000m g/g Perkovic V, et al. N Engl J Med. 2019. doi: 10.1056/NEJMoa1811744.

NNT 28 in 2.5 year follow up

CREDENCE. NEJM 2019; 380. 24,;2295-2306
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Canagliflozin reduced MACE and
hospitalization for HF among diabetics
with CKD

Hospitalization for Heart Failure Major Cardiovascular Events: CV Death, MI, or Stroke
T 25
£ Hazard ratio, 0.61 (95% CI, 0.47-0.80) Placebo £ Hazard ratio, 0.80 (95% CI, 0.67-0.95) Placsbo
P <0.001 — Canagliflozin € P =001 — Canagliflozin
20 ’ g 20
B E 269 participants
13 © 15
-g 217 participants
E 10 particiy 10
é 89 participan| g
g s g s
]
%ol E o
& 0 [] 12 18 2 30 36 42 o 6 12 18 24 30 6 42
Months since randomization Months since randomization
lllllllll Ne. at risk
lllllllllll 202
............ 20 218 06 204 sé ] 842 w6

ADA updated recommendations on Diabetes and CKD June, 2019:

* Urinary albumin and eGFR should be assessed at least annually in DM type 2

» SGLT2i use preferred if eGFR> 30 especially if albuminuria > 300mg/d to
lower renal and CV risk
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SGLT2 Inhibitors

Barriers to Use
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As little as $0 copay, max savings $250, 12 mo use, exp 12/31/2019

Canagliflozin (Invokana)

$497/mo

https://www.Invokana.com/patient-support/savings-card for commercially insured patients
As little as $0 copay, max savings $200 per mo, $3000 per year, 12 mo use, exp 12/31/2019
Dapagliflozin (Farxiga)

$495/mo

https://www.farxigasavingsrx.com/welcome.html online savings card

For commercially insured as little as $0 copay, max savings $378 per mo

For uninsured, save up to $150 per mo.

VIRGINIA HEART
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https://www.invokana.com/patient-support/savings-card
https://www.farxigasavingsrx.com/welcome.html

Euglycemic DKA

Blood glucose < 200mg/dL, plasma bicarbonate < 15mEq/L
Type | diabetics: intrinsic insulin indeficiency

SGLT2i results in lower blood glucose, decrease circulating insulin, increase glucagon

Enhanced lipolysis, ketogenesis. Decreased ketone reabsorption and ketonemia

Increased insulin resistance due to stress or extended fasting can transform drug-induced ketogenic state to ketoacidosis
triggers: heavy alcohol consumption, decreased caloric intake, pregnancy

Hold during hospitalizations and when npo/ limited po intake . . .
Maintain high index of suspicion and assess for DKA even if glc< 250 if symptoms present (e.g. nausea, abdominal pain)

VIRGINIA HEART
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Adverse effects
Hypovolemia, dehydration
n

Hypotensiol
Hypoglycemia (rare)

. .
aUTI

Barriers to SGLT2I Use
Perineal infections (Fournier's gangrene, extremely rare)

#Amputation risk*
aFracture risk*

* CANVAS only. Not in other SGLT2i even in PVD subgroups, not in meta-analyses or further canagliflozin studies
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Clinical education and research
Get with the guidelines (GWG) initiatives targeting system wide coordination(PCP, urgent cares and ER, subspecialists especially endocrinologist, cardiologist, nephrologist)
Lessons re initiation of medication at discharge (e.g. BB, ACE/ARB, ARNI in HF

) o
Optimizing EMR for guideline implementation and data collection (akin to EPIC with GWTG
SEn o S P | | System-based solutions

Drug_cost and Insurance coverage o
Continued FDA fast-tracking of expandln% indications o
Ongoing safety monitoring and reporting through EMR and registries

VIRGINIA HEART
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SGLT2 Inhibitors

Expanding clinical indications
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Dapagliflozin in HF reduced EF
patients reduced HF hospitalization

- HRO0.7

B Hospitalization for Heart Failure
1004 399 Hazard ratio, 0.70 {95% CI, 0.59-0.83)
90 - 25
g 804 20
g M s L
S 60
2 10
£ 504
.fz: 404 .
S e R
E 0 3 6 9 12 15 18 21 24
S 204
104 e
0 — .
0 3 6 9 12
Months since Randomization

T
15 18 21

NNT 27 for 18
mos

DAPA-HF. NEJM Sept 19, 2019
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4,744 patients

NYHA class II-IV

EF of 40% or less

Median follow up 18.2 mos

Mean EF 31%
NYHA class Il 67%, class Ill 32%
Diabetes NOT inclusion criteria

41.8% diabetic
27% insulin

92% ACE/ARB/ARNI
93% diuretic

40% eGFR<60




Dapagliflozin in HF reduced EF patients

Reduced CV death HR 0.82 Reduced all cause death HR 0.83

C Death from Cardiovascular Causes D Death from Any Cause
1000 399 Hazard ratio, 0.82 (95% CI, 0.69-0.98) 100+ 309 Hazard ratio, 0.83 (95% CI, 0.71-0.97)
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Guideline directed medical therapy for
HF

Reduced EF Preserved EF
* ACE inhibitor/ ARB « ACE inhibitor ARR
» Beta blockers . Beta bloel

Mineralocorticoid Receptor Agonists + Mineralocorticoid-Receptor-Agonists
Sacubitril/neprilisyn - Sacubitrilinepril

Cardiac Resynchronization therap lac R
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Continuum of disease progression

Heart failure stages Progression of CKD

STAGE B STAGE C STAGE D }
igh risk for HF b Structural heart diease i ith
ral heart but without signs or prior o current symptams.
IF symptoms of HF

DAPA HF : greatest benefit in class Il HFrEF CREDENCE: greatest benefit in eGFR 45-60
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Future Research:
FDA Fast Track Designation

v’ Farxiga to reduce the risk of CV death, or the worsening of heart
failure in adults with heart failure with reduced ejection fraction
(HFrEF) or preserved ejection fraction (HFpEF) based on the Phase
Il DAPA-HF and DELIVER trials

v Farxiga to delay the progression of renal failure and prevent CV and
renal death in patients with chronic kidney disease (CKD) based on
the Phase IIl DAPA-CKD trial.

VIRGINIA HEART

Excellence in Cardiovascular Care



https://www.nejm.org/doi/full/10.1056/NEJMoa1911303

Discussion
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Breakout Groups

* Group 1—Curie Room

e Group 2 —Edison G
 Group 3 — Edison EF (Stay here)
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Insight Showcase
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Morning Sessions
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Insight Showcase
Type 2 Diabetes and Kidney Disease

“You put 16 people on this drug (canaglifozin), you’ll prevent one patient from
going on dialysis. This is the newest thing that can really prevent renal
disease. That’s huge.”

“It’s the people, it’s the right drugs, it’s communication and it’s data.”

“Much more variance at the site of care level than at the organizational level.
At AMGA we try and find commonalities across organizations for top
performers and share with them so they can achieve those better rates at all
their sites of care.”
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Insight Showcase

AMGA.
Affordability, Implementation and Ownership

“We have to go from “the diabetes” to “my diabetes.”

“Industry needs to be a part of the solution but they need to fit the workflow
of the primary care provider.”

“Top three challenges are education, education and education.”
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Afternoon Sessions
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Insight Showcase

T2G, Therapeutic Inertia, Type 2 Diabetes and CVD AMGA.

1,082,000 patients with improved care!

“90% of patients with diabetes are managed by their primary care provider
who are overwhelmed. Patients trust their pharmacists more than their
physicians.”

“We need license to prescribe this class of drugs more broadly. As a
cardiologist, | am shy of prescribing these for fear of hypoglycemia. As we get
expanded clinical indications and more comfort as cardiologists prescribing this
in even non diabetic populations, maybe I'll feel more comfortable.”

©2019 AMGA Foundation.  All rights reserved. 218




Insight Showcase

Implementing Medication Care Paths AMGA.

“More education on patient portals is needed for example, what a specific lab
measurement means.”

“Are we in the value based world or are we still doing widgets?”
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Thank You for a Great Day!

©2019 AMGA Foundation.  All rights reserved. 220




