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New Models of Carein the Management of Type 2 Diabetes:

Focus on Incretin Therapies

Introduction

We know that Diabetes has reached epidemic proportions, both
worldwide and nationally. According to the American Diabetes
Association, the prevalence of Diabetes in 2012, was 29.1 million
Americans, or 9.3% of the population. 8.1 million of these
Americans were undiagnosed.* The incidence of diabetes in 2012
was 1.7 million new diagnoses/year; in 2010 it was 1.9 million.?

Diabetes not only affects the quality of life of people with the dis-
ease, but also presents a tremendous economic burden on our
health care system. Diabetes, including diagnosed and undiag-
nosed diabetes, pre diabetes, and gestational diabetes mellitus
(GDM) and their complications, accounted for $218 billion in direct
and indirect costs in 2007 alone.®* Much of the economic burden
of diabetes is related to its complications, including blindness,
amputation, kidney failure, heart attack, and stroke.

Gaps/Needs Assessment

African American patients are more likely than white patients to
have diabetes. The risk of diabetes is 77% higher among African
Americans than among non-Hispanic white Americans. The
rates of diagnosis of diabetes in non-Hispanic African Americans
is 18.7% compared to 7.1% of non-Hispanic white Americans.
That is 4.9 million African American adults with diagnosed or undi-
agnosed diabetes.® In 2006, African-American men were 2.2
times more likely to start treatment for ESRD related to diabetes
than non-Hispanic white men. In the same year, African
Americans with diabetes were 1.5 times more likely to be hospi-
talized and 2.3 times more likely to die from diabetes than non-
Hispanic whites.® African Americans are almost 50% more likely
to develop diabetic retinopathy than non-Hispanic whites.”

References:
1. http://www.diabetes.org/diabetes-basics/statistics/#sthash.
dsck9TDB.dpuf

2. http://www.diabetes.org/diabetes-basics/statistics/#sthash.
FXE5LhiB.dpuf

3. Dall TM, Zhang Y, Chen YJ, Quick WW, Yang WG, Fogli J: The
economic burden of diabetes. Health Aff 29:297-303, 2010

4. Centers for Disease Control and Prevention: National
Diabetes Fact Sheet: National Estimates and General
Information on Diabetes and Prediabetes in the United
States. Atlanta, Ga., U.S. Department of Health and Human
Services, 2011

5. National Diabetes Information Clearinghouse. National dia-
betes statistics, 2011 [article online]. Available from
http://www.diabetes.niddk.nih.gov/dm/pubs/statistics.
Accessed 7 March 2012

6. U.S. Department of Health and Human Services Office of
Minority Health: Diabetes and African Americans [article
online]. Available fromhttp://minorityhealth.hhs.gov/
templates/content.aspx?Ivi=2&IvIID=51&ID=3017.
Accessed 23 January 2012
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7. American Diabetes Association: African Americans & compli-
cations [article online]. Available from
http://www.diabetes.org/living-with-diabetes/complications/
african-americans-and-complications.html. Accessed 7
March 2012

Intended Audience

This program is intended for primary care and family medicine
physicians, endocrinologists, internists, nurse practitioners and
other healthcare professionals interested in diabetes.

Objectives
Upon completion of this session, participants should be able to:

1. Summarize the efficacy, safety, and tolerability of GLP-1
agonists.

2. ldentify patients who would benefit from GLP-1 agonist
therapy and those for whom it may not be appropriate.

3. Describe in patient-appropriate terms how GLP-1 agonists
can improve glycemic control.

4. Compare and contrast GLP-1 agonists, other incretin-
based therapies, and traditional oral agents.

5. Develop evidence-based treatment plans to incorporate
incretin therapies in combination with oral agents and insulin
for optimal glycemic control

CONTINUING MEDICAL EDUCATION

The National Medical Association is accredited by the
Accreditation Council for Continuing Medical Education to pro-
vide continuing medical education for physicians.

The National Medical Association designates this educational
activity for a maximum of 2.0 AMA PRA Category 1 Credits™.
Physicians should only claim credit commensurate with the
extent of their participation in the activity.

Statement of Disclosure

Faculty for National Medical Association programs are expected
to disclose at the beginning of their educational presentation any
relevant financial or other relationships with commercial interest.

Disclaimer

The National Medical Association (NMA), its staff, consultants,
and sponsors, are not responsible for injury or iliness resulting
from the use of medications or modalities discussed during this
educational activity. The NMA does not endorse the use of off-
labeled medications. Speakers must identify off-labeled status of
any pharmaceuticals mentioned in their lectures.
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Program Agenda

MONDAY, AUGUST 3, 2015

12:40 - 1:00 Registration and Luncheon
1:00 - 1:10 Introduction and Program Overview/Pre-Test
Moderator Warren A. Jones, M.D.
Endowed Chair in Health Disparities Research
Dillard University

New Orleans, Louisiana

Professor Emeritus of Family Medicine
University of Mississippi School of Medicine
Chair Emeritus, NMA Family Medicine Section
Ridgeland, Mississippi

1:10 - 1:35 Characteristics and Functions of Endogenous Incretins: Review of
Current ADA/AACE Diabetes Guidelines
Morris L. Brown, M.D.
Associate Clinical Professor of Family Medicine
Wright State University Medical School
Providence Medical Group

Dayton, Ohio

1:35 -1:40 Audience Interaction/Questions and Answers

1:40 - 2:05 Review of Clinical Evidence Supporting the Beneficial Effects of
Incretins on Body Weight and the Cardiovascular System
Kwabena Adubofour, M.D.

Associate Clinical Professor

Department of Internal Medicine

University of California-Davis Medical Center

Sacramento, California

Medical Director

East Main Clinic and Stockton Diabetes Intervention Center
Stockton, California

2:05-2:10 Audience Interaction/Questions and Answers

2:10 - 2:35 Using Incretin-Based Treatments as Monotherapy and in
Combination with Anti-Diabetes Medications
James R. Gavin, III, M.D. Ph.D.
Clinical Professor of Medicine
Endocrinology Division
Department of Internal Medicine
Emory University School of Medicine
Atlanta, Georgia

2:35 -2:40 Audience Interaction/Questions and Answers

2:40 - 3:00 Panel Discussion/Post-Test/Audience Interaction with Faculty
Kwabena Adubofour, M.D.
Morris L. Brown, M.D.
James Gavin, Jr., M.D., PhD

Warren A. Jones, M.D.
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Warren A. Jones, M.D.

Endowed Chair in Health Disparities Research
Dillard University

New Orleans, Louisiana

Professor Emeritus of Family Medicine
University of Mississippi School of Medicine
Chair Emeritus, NMA Family Medicine Section
Ridgeland, Mississippi

jioderator

Warren A. Jones, M.D., a family physician and retired Captain in the U.S. Navy, is the Endowed Chair of
Health Disparities Research and Professor of Chemistry at Dillard University in New Orleans, LA. He
was most recently the Director of Healthcare Quality and Disparities at Provider Resources, Inc. He was
the founding Executive Director of the Mississippi Institute for Improvement of Geographic Minority
Health at the University of Mississippi Medical Center where he is a Professor Emeritus of Family
Medicine and has also been a Distinguished Professor of Health Policy, Professor of Family Medicine
and a Professor of Anesthesiology. He is a previous Associate Vice Chancellor for Multicultural Affairs
at the University of Mississippi and past Director of the Mississippi Area Health Education Centers
(AHEC).

He was previously the Executive Director of the Division of Medicaid in the Office of the Governor of
Mississippi, the state’s health program for 25% Mississippi’s total population. He currently serves on the
congressionally Mandated Advisory Committee on Disability compensation for the Veterans
Administration. He has also served on the congressionally mandated Council of Councils at the National
Institutes of Health (NIH). He has also served as Chair Designee of the National Advisory Council to the
NIH’s National Institute on Minority Health and Health Disparities (NIMHD). He has served on the
Emergency Medical Treatment and Labor Act (EMTALA) Technical Advisory Group (TAG) to the
Secretary of Health and Human Services and on the National Commission for Prevention Priorities. He
has completed his service on the Advisory Panel on Outreach and Education for the Centers for
Medicare and Medicaid Services. He also has served on the Board of Trustees for his Alma Mater,
Dillard University in New Orleans, LA. He currently serves as a Trustee at St. Andrews Episcopal School
in Ridgeland, MS. He Chairs the Board of Directors for the American Health Information Management
Association Foundation (AHIMA) and serves on the Board of the Diabetes Foundation of Mississippi.

Dr. Jones is a past President of the American Academy of Family Physicians, an 118,300-member pri-
mary care specialty society. He has also served Chair of the AAFP’s Board of Directors and President-
elect of the Academy. He is the Chair Emeritus of the Family Medicine Section of the National Medical
Association (NMA). He has also Chair of the Maternal Child Council, Past Chair of the Family Medicine
Section and Aerospace & Military Medicine Section of the NMA. He also served on the Minority Affairs
Governing Council for the American Medical Association (AMA). He was most recently a Co-Lead for the
Behavioral Health Subgroup of the Eunice Kennedy Shriver-National Institute of Child Health and Human
Development Visioning Project.

Jones retired from the United States Navy and his position as the first African American Medical Director
of the over 10 million member TRICARE Military Health Program, the military’s health insurance program
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in 2001. He previously served as Director of Medical and Clinical services for the Pacific region of TRICARE
coordinating care for U.S. service members and their families from Alaska to Madagascar.

Jones has served on the President’'s Select Panel on Surviving and Living after Cancer, the Chiropractic
Implementation Committee for the U.S. Secretary of Veterans Affairs and on the Secretary’s Chiropractic
Advisory Committee. In addition, Jones was a member of the Expert Panel for the Medicaid Disease
Management Initiative for the Center for Health Care Strategies, the Robert Wood Johnson Foundation and the
Kaiser Permanente Foundation,. He was a member of the Key Stakeholders Advisory Board to the Evidence
Based Research Center for the Agency for Healthcare Research and Quality (AHRQ). He is currently a mem-
ber of the Board of Directors of the Mississippi Diabetes Foundation and has previously served on the Board of
the National Health Council and the National Advisory Council to Rewarding Results, an advisory panel to the
Robert Wood Johnson Foundation and the California Health Foundation which led to the development of the
Pay for Performance initiative in health care. He is also a member of the expert panel for the Innovations in
Prevention Awards, sponsored by Health and Human Services Secretary, Tommy Thompson.

Jones received his undergraduate degree in chemistry from Dillard University in New Orleans. He received his
medical degree from Louisiana State University School of Medicine in 1978, and completed a family medicine
residency at the Naval Hospital in Pensacola, Fla. Jones also earned a fellowship in Adolescent Medicine at the
Naval Hospital in San Diego. Jones is a Fellow of the AAFP, an earned degree awarded to family physicians for
distinguished service and continuing medical education.

Jones has extensive military and medical teaching experience, which includes serving as special assistant to
the U.S. Navy Surgeon General and was Chair of the Department of Family Medicine at the Naval Hospital in
Charleston, S.C. Jones has received numerous military honors including the Defense Superior Service Medal
and the Navy Commendation Medal for superior performance. He received the Meritorious Service Medal three
times. He was recently honored as the Outstanding Black Educator in Mississippi by the Board of the
Institutions of Higher Learning. He is married to the former Gennie Lacy of Pickens, MS and has six children:
Aaron, Keith, Winston, Deanna, Cassandra and Madison.
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Morris L. Brown, M.D.

Associate Clinical Professor of Family Medicine
Wright State University Medical School
Providence Medical Group

Dayton, Ohio

Morris L. Brown, M.D., is a Family Practice physician who has practiced in the Dayton area for over
35 years. Dr. Brown earned his medical degree from Meharry Medical School in Nashville, Tennessee.
Upon completing an internship at the Wright-Patterson Air Force Base in Ohio, he served as a Captain
in the Medical Corps and Chief of Flight Medicine in the United States Air Force. Subsequently, he com-
pleted residency training in family practice at Miami Valley Hospital in Dayton, Ohio.

Dr. Brown is certified by the American Board of Family Practice. He currently serves on the Board of
CareSource and The Physicians Charitable Foundation. He is the Medical Director for three area nurs-
ing and rehabilitations centers and one of the Medical Directors for Hospice of the Miami Valley. Dr.
Brown served as President of the Gem City Medical, Dental and Pharmaceutical Association and as
Treasurer of the Montgomery County Medical Society. Currently he serves as Associate Professor
Wright State Medical School.

He continues to be an advocate for his patients and the community while serving as member of a phar-
maceutical minority Advisory Board, local non- profit initiatives, seeing patients at his private practice
Dayton Primary & Urgent Care, providing care at the 24 hours St E’s Urgent Care and the weekly radio
program on WDAO ‘Health Living.

Integrating GLP-1 Inhibitors Into a Comprehensive Diabetes Care Management Regimen - The Incretin Experience PAGE 7



Morris L. Brown, M.D.

Characteristics and Function of
Endogenous Incretins: Review of
Current ADA/AACE Diabetes
Guideline

Morris Brown, M.D.
Associate Professor of Family Medicine
Wright State University Medical School

Providence Medical Group
Dayton, Ohio
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Morris L. Brown, M.D.
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Kwabena Adubofour, M.D.

Associate Clinical Professor
Department of Internal Medicine
University of California-Davis Medical Center

Sacramento, California

Medical Director

East Main Clinic and Stockton Diabetes Intervention Center
Stockton, California

Kwabena Adubofour, M.D. is the Medical Director of East Main Clinic and Stockton Diabetes
Intervention Center in Stockton, California. The clinic is active in the private practice of internal medi-
cine and diabetes care.

He is the founder and current chair of the scientific and technical committee of the San Joaquin
County Diabetes Society. The society seeks to improve the lives of individuals living with diabetes in
San Joaquin County and holds an annual diabetes conference aimed at health care professionals
involved in the day to day care of patients with diabetes.

Dr. Adubofour is also the current chair of Decision Medicine. Decision Medicine is a summer intern-
ship program of the San Joaquin County Medical Society and is designed to encourage high school
students to pursue careers in the medical profession.

He has served as a preceptor at the level of Clinical Professor at the Division of General Internal
Medicine, Department of Medicine, University of California Davis Medical Center in Sacramento.

Dr. Adubofour finished medical school at the University of Ghana Medical School in Accra, Ghana. He
completed his residency in internal medicine at the Kaiser Permanente Medical Center in Oakland
where he was also Chief resident in internal medicine.

Adubofour completed a fellowship in clinical pharmacology at the Division of Clinical Pharmacology,
Stanford University Medical Center in Palo Alto.



Kwabena Adubofour, M.D.
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Kwabena Adubofour, M.D.
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Kwabena Adubofour, M.D.
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Kwabena Adubofour, M.D.
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Kwabena Adubofour, M.D.

Implications

* Few antihyperglycemic agents have been evaluated
as extensively as DPP-4 inhibitars in SAVOR-TIMI 53,
EXAMINE, and TECOS

* The results point to likely but unproven benefit in
microvascular disease without adverse
macrovascular outcomes

* Together with other ongoing trials, these data
provide a more rigorous and robust evidence base
than s currently available to guide the future care

of patients with diabetes
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Obesity and Diabetes

» Moderate weight loss — 5% of body
weight can improve glycemic control.

* Improvement in fasting blood glucose
is directly related to the relative amount
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- Marked weight loss — 30% of body
weight —following gastric bypass
surgery can normalize glycemic control
in extremely obese patients with T2D
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Kwabena Adubofour, M.D.

Slide Slide

31 Association of Bariatric Surgery With Long-term Remission 32
- of Type 2 Diabetes and With Microvascular
and Macrovascular Complications

Bruefits of Modesl Weight Loss i
ueprovig Cardiovasenlar Risk Factorsin 7
Dverweight I dividuals With
Type = Diinhetes

. g, P g, T . ik, T
S A 48 ARim K B DRIV i, B
00 L AT T . 301, s P
e gt PO s o Lk LD Bt o

B contron group

W sy oo

"‘-TI

1
Fuliow g Time, y JAMA  June 1L 2014 Vol $10. Number 22

ot haal Vi rogiimp

Percentage Without Dishetss

Slide Slide ks

33 Exenatide Reduced Weight 34 : Open-Label Extension - Combined
. Exenatide Continued to Reduce Weight

Phase 3 Clinical Studies

4 pg Exenalide B 8- 10 g Exenatide BO . :
Mean A Welght From Baselne

Open Lobel Ede

Slide

i _ . =3 li
35 - | Change in Body Weight—Time Course Slide

36 ) Exenatide LAR Effect on Weight

—— Exenalide

Integrating GLP-1 Inhibitors Into a Comprehensive Diabetes Care Management Regimen - The Incretin Experience PAGE 17



Kwabena Adubofour, M.D.
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James R. Gavin lll, M.D., PhD

Clinical Professor of Medicine
Endocrinology Division
Department of Internal Medicine

Emory University School of Medicine
Atlanta, Georgia

James R. Gavin lll, MD, PhD is clinical professor of medicine at Emory University School of Medicine in Atlanta,
Georgia, and Clinical Professor of Medicine at the Indiana University School of Medicine, Indianapolis, Indiana.
He currently serves as Chief Executive Officer and Chief Medical Officer of Healing Our Village, Inc. Prior to this,
he served as president and chief executive officer of Microlslet, Inc., San Diego, California, from January 2006 to
July, 2007, and was president of the Morehouse School of Medicine in Atlanta from 2002-2005. He served as sen-
ior scientific officer at the Howard Hughes Medical Institute (HHMI) from 1991 to 2002 and as director of the
HHMI-National Institutes of Health Research Scholars Program from 2000 to 2002. Before joining the senior staff
of HHMI, Dr Gavin was a professor and chief of the Diabetes Section, acting chief of the Section on Endocrinology,
Metabolism, and Hypertension, and William K. Warren Professor for Diabetes Studies at the University of
Oklahoma Health Sciences Center, Oklahoma City, Oklahoma. He previously served as an associate professor of
medicine at Washington University School of Medicine in St. Louis, Missouri. Dr Gavin served as a lieutenant com-
mander in the US Public Health Service from 1971 to 1973 and continues to serve as a reserve officer.

Dr Gavin belongs to a number of organizations, including the Institute of Medicine of the National Academies of
Sciences, the American Diabetes Association (ADA), the American Association of Clinical Endocrinologists (AACE),
the American Society of Clinical Investigation (ASCI), the American Association of Physicians (AAP), the National
Medical Association (NMA), the Sigma Pi Phi Leadership Fraternity, and the Downtown Atlanta Rotary Club. He is
a past president of the ADA and was voted Clinician of the Year in Diabetes by the ADA in 1991. He has served on
many advisory boards and on the editorial boards of the American Journal of Physiology and the American Journal
of Medical Sciences. He is on the board of trustees for Emory University, Livingstone College, and Trustee Emeritus
for the Robert Wood Johnson Foundation. In addition, he is immediate past national program director of the Harold
Amos Faculty Development Program of the Robert Wood Johnson Foundation. Dr Gavin is also past chairman of
the National Diabetes Education Program (NDEP) and a past member of the Board of Scientific Councilors for the
Intramural Research Program of NIDDK at the NIH. He also serves as chairman of the Data Safety Monitoring
Board for the VA Cooperative Diabetes Study (VADT). He is co-chair of the Advisory Committee to the Associate
Director of Intramural Research of the NIDDK, and serves as Chairman of the Board for the Partnership for a
Healthier America.

Dr Gavin has published more than 230 articles and abstracts in such publications as Science, Journal of Applied
Physiology, Diabetes, and the American Journal of Physiology. He is coauthor of two books: Healing Our Village: A
Self-Care Guide for Diabetes Control (written with L. Coleman) and Dr. Gavin's Health Guide for African Americans
(written with S. Landrum). Among the many honors Dr Gavin has received are the Daniel Hale Williams Award, the
E.E. Just Award, the Herbert Nickens Award, the Daniel Savage Memorial Award, the Emory University Medal for
Distinguished Achievement, the Banting Medal for Distinguished Service from the ADA, the Distinguished Alumni
Award from the Duke University School of Medicine, the F.C. Greenwood Award from the RCMI of NCRR at NIH and
the Internist of the Year Award from the National Medical Association. He was named a “Living Legend in Diabetes”
by the American Association of Diabetes Educators (AADE) in 2009, and was named one of the “175 Emory History
Makers” on the occasion of the celebration of the University’s 175" Anniversary. He was designated an inaugural
Senior Fellow of the W. Montague Cobb Research Institute of the NMA.

Dr Gavin graduated from Livingstone College in Salisbury, North Carolina, with a degree in chemistry. He earned

his PhD in biochemistry from Emory University and his MD degree from Duke University School of Medicine,
Durham, North Carolina. He and his wife, Dr. Annie Gavin, are the parents of three adult sons.
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MONOTHERAPY AND IN COMBINATION WITH

< | ANTI-DIABETES MEDICATIONS
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Learning Objectives

At the conclusion of this activity, participants should be able to:

ot | Compare the actions of incretin therapies and contrast

characteristics of available glucagon-like peptide-1 receptor

: .. > agonists {GLP-1 RAs) in the context of matching individual agents

with specific patient needs and preferences

Evaluate the individ P tion of i

Appraise recent evidence regarding the use of GLP-1 RAs acrass

T2DM disease progression, especially in terms of their impact on
disease management when used in combination uﬁﬂt ‘other oral

agents

Slide

tins in the context of
g common T2DM disease mmagerrmmna rios.

GLP-1 Receptor Agonists

Slide

and Their Use With Other Anti-Diabetes 6

Agents
- Comparing currently available GLP-1 receptor agonists
— Glycemic cantrol

— Other treatment priorities {ie, weight, hypoglycemia, patient-
related factars) - '

~ safetyand tolerability

* Using GLP-1 receptor agonists in combination with oral

antihyperglycemic agents

b G ot

— Using GLP-1 receptor agonists with newer agents {ie, SGLT2
inhibitars)
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‘Serves as Director and shareholder for Baxalta

Biopharmaceuticals

Evolution of Pharmacotherapy for T2DM
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os f : Slide .
Strategies for Enhancing 8 Incretins for Improved Glucose Control
Incretin (GLP-1) Action I ' ;
Dipeptidyl Peptidase-4 (DPP-4) Inhibitors
« Inhibit the actions of DPP-4 | Significant A, reduction ignificant A, reduction
2 i : . | Weight neutral 8 <——— = 8 and sustained wt
gm gﬁ:'md. sitagliptin, saxagliptin, linagliptin, ) m’fﬁ“‘
; - Oral administration ———— 7 Injection
GLP-1 Receptor Agonists - Almost no Gl side effects™=7 Higher rate in Gl side effects
’ : . | Low rate of hypoglycemia |- Low rate of hypoglycemia
Resistant to DPP-4 inactivation . Mulliple targets (GLP-18 | Single target (GLP-1)
Activators of the GLP-1 receptor GiP)
FDA approved: exenatide, liraglutide,  Cardiovascular benefits - Cardiovascular benefits
exenatide extended-release
Drucker DU, &1 81, Disbates Car 2070:33(21:428-433 ‘::.;-"J"ﬂ 242 Poon T et al, Ther D05 TN 467477, dala on e, Nﬁﬂ:..-
Slide Slide
Individualizing Glycemic Control in T2DM
g 1 0 Mast Intensive Less intensive Least intensive
5.0% 7.0% smﬁ—>
ort gystems ——
= s
40 45 50 55 (] 70 ."I-M'!;“ *
d ') I
5 0 15
Other rhid I
‘None Few or mild Multiple or severe
Cardiovascular disease
Meatia Ll LI .';-: LI e | W | N Westia Mestrel Jiee 5.'1', | -
| B‘SJ 1 | ! ! == Individualizing glycemic targets ding to risk of ffrom is the
™1 - ™1 current standard of care in T20M
Ay Considutons hisked on UKFDS, ACCORD ADVANCE, and VDT w:‘::’ﬂmﬁmﬁ
1S:|de Individualizing T2DM Therapy With

Currently Available GLP-1 Receptor Agonists

b i g tashe At casv il

prioritize the use of GLP-1 RAs when avoidance of hypoglycemia or

weight gain are important management goals for T20M
g Wit COMPARING CURRENTLY AVAILABLE

NonsHiranywhen fatiorin MET) - _— GLP-1 RECEPTOR AGONISTS

Part of dual or triple therapy**

- 3
¥ rpA-Approved Agent Administration'

F Exenatide BI0 {EXN 810) . injection, twice daily
A it =L injection, once daily
P Exenatide aw tEXN W)
o n L Subcutareaus injectian, ance weeky
mﬁmmf'wmwﬁw 2nsde
¥ Eocr Pract 2011
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Relative Glycemic Efficacy 132 “

of GLP-1 Receptor Agomstsﬂab e

Slide

13 Comparing Other Glycemic Effects of Shorter-

vs Longer-Acting GLP-1 Receptor Agonists

Shorter-Acting Longer-Acting
GLP-1 RAs GLP-1 RAs
(EXN BID) (LIRA, ALBI, DULA,

EXN QW)

L4
A Half-life 2-5 hours 12 hours to several
da
o = ”
. IF:::II:E Lned i Modest reduction Strong reduction
-
Pa andial
I:“'I',‘”" o Strong reduction Modest reduction
Glucagon secretion Reduction Red

Slide
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Slide

15 GLP-1 Receptor Agonists Have

-nhmwmdw

DPP-4 SGLT2
Inhibitors  Inhibitors

SGLT2
GLP-1 RAs MET  Sus/Glinides s Inhibitors  Inhiblvors

Slide
18

Slide

17 Potential Therapeutic Effects of

GLP-1 Receptor Agonists Cmﬂpamd With
Other Commonly Used Antihyperglycemic Agents?

= A DBP, mm Hg LDL Effect

Most Commonly Reported Adverse Events
With GLP-1 Receptor Agonist Usel?

Agent MNausea Vomiting Diarrhea Headache Upper Injection-
Respiratory Site
Tract Reaction
Infaction

SU + MET? NS vs MET NS ve MET NS va MET
NS NS +
_| DPP-4 inhibitors=™ NS NR A

Ato-5 “2ta-3 ]

& evants is lower with most longer-
vs EXN BID; EXN QW and ALBI vs LIRA)

A MI ol BN

ol Lans
&.t-«u
w
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Renal Safety of GLP-1 Receptor Agonists Compared Slide
With Other Oral Antihyperglycemic Agents*? 20

Aenal Safuty + FDAJEMA statement regarding
Enenaticle I or (- shauld imusi ar potential pancreatitis risk with GLP-1
eoution o1 mslerate Mor reral tramsplamt® receptor agonists! }
Liragluride: no dose adjustment n &l = " asmrtions conceming 3 causal
use with caution, mervtor rens assaclation between increnin-tased
functicn i R and savere pastroimastinal adverse eftecs drugs and pancreatits of pancreatc
cancer...are ncansstent with the
In CKD stages U1, IV, ¥ bt g
Ui with — “eurrent knowledge is sdeguately
= e reflacted in the product infarmation
DPP-4 inhibiors™' | Dase adistment may be necessaty (except Inagliprin) and labefing..."
SGLTE Wnhibitors H eGIR! 45 1o < 60: do st use if eGFR° < 45 Findings from a recent study in
FeGFR" < 60 Denmark suggest that incretin
TSV 0 DEL AN N RS CHR therapies [both GLP-1 RAs and
DPP-4 inhibiters) are not
associated with increased acute
= = T e pancreatitis risk*

ST s e i
e ar AL al ot Pt 2118 1 21148

Risk of Thyroid C-Cell Tumors Slide
With GLP-1 Receptor Agonists 22

AACEfACE Statement on Diabetes and Cancer indicates that current evidence
does not support an increased risk of MTC with GLP-1 RA use?
~ ALBI, DULA, EXN OW, and LIRA ﬁ_t-cdntmhdim in patients with MEN2 or
a persanal or family history of MTC ; _
|+ With the exception of EXN BID, 2Il GLP-1 RAs have approved REMS*
Clinical R dationst?

USING GLP-1 RAs IN COMBINATION WITH
ORAL ANTIHYPERGLYCEMIC AGENTS

Patients with thyroid
nodules or elavated
serum calcitonin levals
Identified for other
reasons should be sent to
an endocrinologist

Value of routing calcitonin
and/or ultrasound
menitoring Is uncertain and
may lead to unnecessary
procedures.

Counsel patients

| regarding MTC risk
and symptoms of
thyroid tumors
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GLP-1 RAs Offer Complementary Actions to
Common Oral Antihyperglycemic Agents

“% Glycemic Efficacy of GLP-1 RAs*® vs Common Oral

S Antihyperglycemic Agents When Added ta Metformin

i nsulin fsensitivity and d 1 hepatic gl
production are common actions associated with many oral '“_
antihyperglycemic agents (MET, SU, glinides, TZDs) b0
-
GLP-1 RAS medi: =
Oral glucose load leads to o J’RA, ipiaklis ‘. g
secretion-of Incretin e e GLP-1 activity 5_ 3
hormanes, resulting in | anEes o s higher with GLP-1 RAs 50‘
enhanced pancreatic : Abpgr el {= 9 x baseline) . g 0.8
insulin secrefion Fts et i 53 vs DPP-d inhibitars a1 x
| impaired in patients with | | [= 2 = basaline]
16 <15 . -y8 S
Head-to-head trials of GLP-1 RAs added to common antihy cemic regimens
 with 2 or more 0ADs showed similar results®® i
: = 1. Defaonan ot 3l Gracenss Corm. 200520 10521100, 2. Pratey K. edal.
e
A L kA u?um X _;?:hﬁamﬁt'iﬁ@m:ae‘trﬁma_
e i ; > mﬁnmmhv
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Weight Effects of GLP-1 RAs® vs Common Oral 26
Antihyperglycemic Agents W d ta Metformin

a4

Without SU

Hypoglycemia; Patients Reporting 2 1 Event, %

With SU

" thange in Welght, ke

L L bhe koW

Mechanism(s) of Action

A Hepatic gucose production
+ Glucose disposal
4 Glurose uptake in muscle

Mechanisms of Action: Insulin Compared
With GLP-1 Receptor Agonists

Administration

Subcutaneous
Injection

GLP-1 Recoptor " Insulin secrotion
= | Agonistst4 &

Hepati glucose pi
b Gastric emptying/plucose abserption
+ Satiety

njection

Slide
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Background Therapy

Change in ALC, %
GLP-1RA

o N MET + 50

Glycemic Efficacy of GLP-1 RAs Compared With Basal
Insulin When Intensifying Oral Therapy

Change in AL1C, %
Basal Insulin

* Theorstically unlimited efficacy

* Universal effoctivanass

MET + 5Ut*

MET + GLIM**

Limitations

= Training required for Injectidn

| MET £ sUs

far njection

Detemir

stment, hypogiycemis

MET + GLIM®4 =11

Dulaglutide’
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