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ADA/EASD 2018 consensus for glucose-lowering medication in T2D

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

No

Established ASCVD or CKD

= Without established ASCVD or CKD
ASCVD predominates v
HF OR CKD predominates 1 1

Compelling need to minimise hypoglycaemia =

to minimise weight N ——
mote weight loss. 4

EITHER/
OR scurar

Continue with addition of other agents as outlined above

ow
PREFERABLY

DPP-41 (I not on GLP-1RA)

based on weight neutrality

1F DPP-4i not tolerated
or Iready on GLP-1RA cat
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7.0% T3 9727 730 7 7.4% W HbAlc @° 1207 %2, 17D P2wna) 7uR12 2nnm XIn PRy (Zunrmea
P TIRwn poa Y anmd v uny? (Do mawh X PV YT MID01 M0 D0 PR T 7.4%-9
137 2w TIRD 07 BWw vaw PIPRD YA M0IY T MRIPRAD YIavT? Y192 DRN -mMomn Thwa Mo
73k o0 poowh 71bwro M’ nvwn Tayb XoR mna L (123 DwIn) ot 990

D2°27%7 92 DX IR PYR MPPRDnD N WK , 179102 M19vuh mon misiap YW oxmisn 900n pI v o Ty .3
1NYT? .25 Hwo Hwa omowRY nonynwn mnTva axiean ,RIpoTIp Anmn Ax ooy axtbnn ooxan
SGLT2i, GLP-1 ,(UKPDS Jop) Tm° pnng) Poiobn muwxTm W12 — 19X monn meapd mnvp nnb v
Dok R L OPMYRwEY M RN Mysin 1PPa 09IK) TZD X Do AR (@917 Dpnn 950m3) RA
Disease Modifying Drugs (@X2W0mIXI2 79XWm2) 198 Momn® x1p?

DNYY °5 0730 WK 29000 Dw InTa DImND 0aPWh PR P0rKa wnawn EASD/ADA-T DPRIN 07 .4
NPV B I A TRy 0w TR 15Ipn° P71, P0rKRa 2100 ©ppia 2 M0R 9910 Y 03 I
HbA1c>9% QY D212 P2I0IK2 ML T8p 215°0 PIpws ooxohmm 1K 199 . XEmI 071 72 (Glucotoxicity) TPp19AT
GLP-1 RA-1 *9X12 200K 5w 1990 ¥13p 2202 IR -"DR1a P2I00Ka T 2000 .0 umivsnto oo IR
.(Fixed Ratio Combination)
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Consensus statements Our suggestions and/or How to improve consensus
-What we agree with disagreements

Treatment “The goals of treatment for Another important goal is to Early combination therapy for
goals type 2 Diabetes are to prevent halt or slow the progression of HbA1c>7.0% is recommended
or delay complications and the disease with metformin and either
maintain quality of life". SGLT2 inhibitor and/or GLP-1
RA.
"The achievement of Regarding prevention or Increased HbA1c should not
treatment goals (prevent delay of complications, be the only consideration in
or delay complications etc.) control of other CV risk factors initiating/intensifying therapy
requires control of glycaemia  (dyslipidemia, HTN, etc.) has with metformin, SGLT2
and cardiovascular risk factor  provided better evidence inhibitors and/or GLP-1 RA.
management, regular follow- than control of glycemia. Most
up and, importantly, a patient  benefits seen in CVOTs with
centered approach to enhance  SGLT2 inhibitors and GLP1-
patient engagement in self- RAs are not driven by glucose
care activities” control.
"A reasonable HbA1c target When the drugs we use do The target for glucose control
for most non-pregnant adults  not cause hypoglycemiawhy  should be as close to glucose
with sufficient life expectancy  shouldn’t we set a lower target values in individuals without
to see microvascular benefits  for glucose control? diabetes as possible without
(generally~10 years) is around hypoglycemia or other major
53 mmol/mol (7%) or less". side effects.
"Decision cycle for It should be emphasized that ~ The guidelines should be
patient centered glycemic decision making should be simple enough so that primary
management in T2D" a shared decision-making care physician/teams (who
process - involving patients treat >90% of the patients
and diabetes treatment team.  with T2D worldwide) can
useit.
Lifestyle “Focus on lifestyle Need more emphasis on The role of the primary
andobesity  management and diabetes team work, team leaders care team: empowering of
treatment self-management education  and practical suggestions family physicians, nurse-
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and support”.

"For those with obesity,
efforts targeting weight loss,
including lifestyle, medication
and surgical interventions, are
recommended”

for affordable support for
diabetes education.

The stepwise approach in the
treatment of obesity is not
always effective.

practitioners, nurses,
dieticians, diabetes educators
and coaches.

An emphasis on the
recognition of obesity as a
chronic progressive disease.
Consider combined lifestyle
intervention with anti-obesity
medication from the start.
Further emphasis on the rule
of metabolic surgery as part
of life changing treatment for
patients with diabetes/pre-
diabetes



The choice
of glucose
lowering
agents (GLA)

The choice
of injectable
GLA

“For patients with clinical
ASCVD, a SGLT2 inhibitor
ora GLP1- RA with proven
cardiovascular benefit is
recommended”.

“For patients with chronic
kidney disease (CKD) or
clinical heart failure (HF) and
atherosclerotic (ASCVD), an
SGLT2 inhibitor with proven
benefit is recommended”

"GLP1- RA are generally
recommended as the first
injectable medication”

ASCVD is often asymptomatic
amongst patients with T2D.
Why should patients without
proven ASCVD receive a

less desirable therapy (no
hypoglycaemia or weight
gain)? We should strive to give
all patients the best treatment
available.

Often HF is not clinically
identified in patients with T2D.
We should strive to give all
patients the best treatment
available.

Further attention is needed for
patients who do need initial
insulin therapy. Consider the
use of fixed ratio basal insulin
and GLP1- RA combination.

An active search for
asymptomatic ASCVD should
be consider for all patients
with T2D.

SGLT2 inhibitors and/or GLP-1
RA should be drugs of choice
for all patients with T2D.
DPP-4 inhibitors (if GLP1-

RA is not used), acarbose,
pioglitazone and basal insulin
can be added if necessary.
Short acting insulin and
sulphonylurea should be
avoided if possible.

Evaluation for HF including
specific measurements for
HFpEF should be consider for
all patients with T2D.
Consider SGLT2 inhibitors for
all patients with CKD. GLP1-
RAs are good second options
or when eGFR<45 ml/min/1.73
m? DPP-4 inhibitors should be
considered for patients with
eGFR<15 ml/min/1.73 m? and
for frail patients.

GLP1- RA should be first
injectable for most patients,
however, consider (short
term) basal insulin treatment
when HbA1c>9% orin a
symptomatic patient.
Whenever basal insulin is
considered and the patient
is not already on GLP1- RA,
consider using fixed ratio
basal insulin and GLP1- RA
combination (FRC). Also
consider FRC for patients on
oral GLAs that their HbA1c is
>1.5% above their target.

SIMPLE w32 YoX NPHIT 22391 1K .18 ADA/EASD-7 DPRIn SW maKrnm 33 unxa 573 5 mxd

SIMPLE Guidelines for the Treatment of Type 2 Diabetes:

e Simple

o (early) Intervention
o Multiple risk reduction
« Patient centric/ Personalized

o Life changing
o (re)-Evaluation

.GUIDELINES
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Treat to Failure Approach

OAD DAD
OAD OAD OAD + multiple daily

Diet monotherapy
s basa |
monotherapy  Jiranon combination + I insulin insulin Injections

ool L L L L
oA A

7 AVOIDABLE GLYCAEMIC BURDEN

G (0/0)

HbA,
(o]

Duration of diabetes

Del Prato S. et al. Improving glucose management: Ten steps to get more patients
with type 2 diabetes to glycaemic goal. Int J Clin Pract. 2005 Nov;59(11):1345-55.
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Achieving early, sustained glycemic control may help
reduce the risk of complications ..

Diet and

10 -gxercise NE
OAD £
combination £
55
9 - gnE,
s$
OAD#+ injectable 58
= OAD +GLP-1 RA OAD+ injectable up_ﬁtr‘ation $2
= combination up-titration EZ
o8 - S8

< l

e}

T &
s ©
7% |5 &
7 fmmmmmaNe e N e il N gl e,
g
___________________________________________________ © 5
HbA1c=6.5%= £
£>
6 4 5§

Duration of diabetes (years)

= HbA1c with early management
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Lifestyle Modification, Team-Work, Patient Empowerment and
Shared Decision Making Should Always be the Basis for Treatment

HbA1c not at target/co-morbidities consider metformin+
SGLT2i /GLP1 RA

Initiation of life-style

intervention and Metformin
HbA1c>9.0% or symptomatic hyperglycemia consider
(short term/FRC) Basal Insulin

First and Second line therapy for IMlOst patients:

Metformin

High risk High Risk
for HF /CKD for or
or eASCVD eASCVD

-

Every 3 months Reevaluation and Treatment
Intensification when Appropriate!

*If GLP-1 RA cannot be used, and SGLT?2i is already used or cannot be used consider DPP4i

Definition:

« Established ASCVD: Prior proven coronary artery disease, cerebrovascular disease or peripheral arterial
disease.

« High risk factors for ASCVD: Older age (male>50, female>55) and another 2 other CV risk factor: HTN,
hyperlipidemia, microalbuminuria, smoking etc.

« HF: Prior clinical or imaging diagnosis of either HFpEF or HFrEF or high risk score for heart failure.

« CKD: eGFR<90 ml/min/1.73 m* and/or UACR>30 mg/g.

« Obesity: BMI>30 kg/m?.
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Group of drugs | Specific brands Name of CVOT

Canagliflozin=Invokana  Proven reduction in 3 CANVAS Program 7
point MACE, hHF, all-cause ~ (CANVAS+CANVAS R)
mortality and "hard” renal
outcomes in populations CREDENCE 15
of patients with previous
(66%) or risk factors for
(34%) ASCVD. Increased
risk for fractures and
amputation.

Improve renal and CV
outcomes in population of
patients with proteinuric
CKD

Dapagliflozin=Forxiga Proven reduction in hHF/ DECLARE-TIMI 58 12
CVD, hHF and "hard” renal
outcomes in population of
patients with risk factors for
(60%) or previous ASCVD
(40%).

Empagliflozin=Jardiance ~ Proven reductionin 3 EMPA REG CV 1.6
point MACE, CV death, hHF,  OUTCOME
all-cause mortality and
"hard” renal outcomes in
populations of patients
with previous ASCVD.

Ertugliflozin=Steglatro CVOTs in a population of VERTIS CV
patients with ASCVD not
yet completed.

SGLT2 inhibitors
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GLP1- receptor
agonist

Albiglitide=Tanzeum

Dulaglutide=Trulicity

Exenatide=Bydureon

Liraglutide=Victoza

Lixisenatide=Lyxumia

Semaglutide=0zampic

Oral semaglutide

Proven reduction in 3 point
MACE and Ml in population
of patients with previous
ASCVD.

Proven reduction in 3 point
MACE in a population of
patients with risk factors for
(70%) or previous ASCVD
(30%).

Proven CV safety in
population of patients
with risk factors for
(29%) or previous ASCVD
(71%).

Proven reduction in -3point
MACE and CV death in
population of patients

with risk factors for (18%)
or previous ASCVD and/or
CKD (82%).

Proven CV safety in
population of patients with
recent ACS

In preapproval smaller
study reduction in -3point
MACE and in stroke,

an increased risk for
worsening of retinopathy,
in a population with ASCVD
and/or CKD (83%), or with
CV risk factors (17%).

In preapproval smaller and
shorter trial, in a population
with ASCVD and/or CKD
(85%), or with CV risk
factors (15%),
demonstrated safety
regarding -3point MACE
and 51% reduction in CV
death and 49% reduction in
all-cause mortality. A larger
CVOT with oral semaglutide
ison its way.

HARMONY

REWIND

EXCEL

LEADER

ELIXA

SUSTAIN 6

PIONEER 6

SOuL
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Alogliptin=Nesina Proven CV safety in EXAMINE 9
population of patients with
recent ACS

Linagliptin=Trajenta Proven CV safety in CARMELINA 13

population of patients with

risk factors for/ or previous  CAROLINA
ASCVD and with CKD.

No further CV benefit over

SU. Less hypoglycemic

episodes and reduction in

UACR compared to SU

Saxagliptin=Onglyza Proven CV safety in SAVOR-TIMI 53 8
population of patients with
risk factors for/ or previous
ASCVD. Increase risk for
hHF

Sitagliptin=Januvia Proven CV safety in TECOS 10
population of patients with
previous ASCVD

Vildagliptin=Galvus CV safety not officially
tested

Pioglitazone=Actos Proven CV safety and PROACTIVE 19
possibly efficacy, increased
TZDs risk of HF, macular edema,
weight gain, fractures in
post-menopausal women

Degludec=Tresiba Proven CV safety in DEVOTE 20
population of patients with
risk factors for/ or previous
ASCVD

Glargine=Lantus Proven CV safety in ORIGIN 21
population of patients with
risk factors for/ or previous
ASCVD

Biguanides Metformin Proven CV efficacy in small  UKPDS 22
population of patients with
relatively new onset T2D.

DPP-4 inhibitors

Basal Insulin
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INTENSIFYING TO INJECTABLE THERAPIES f

3

Use principles in Figure 1

70 AVOID
CLINICAL INERTIA
EASSESS AND

(3-6 MONTHS)

If HbA, above target despite dual/triple therapy

Consider initial injectable combination (i.e. GLP-1 RA + basal insulin or prandial/basal
insulin) if HbA,_> 86 mmol/mol (10%) and/or > 23 mmol/mol (2%) above target

INITIATION FOR GLP-1 RA
« Initiate starting dose (varies across class)

A4

| I

Consider GLP-1 RA in most prior to insulin'

Consider insulin as first injectable if
If already on GLP-1RA or if

Add basal insulin
Consider: « INITIATION « TITRATION

« Patient self titration is more effective

« Set FPG target that correlates to HbA, target

« Choose evidence-based titration
algorithm, e.g. increase 2 units every
3 days to reach FPG target without
hypoglycaemia

« For hypoglycaemia determine cause, if no
clear reason lower dose by 10-20%

TITRATION FOR GLP-1 RA 9 Consider: « INITIATION « TITRATION + HbA,, very high > 97 mmol/mol (11%) 6LP-1 RA not appropriate
« Gradual titration to maintenance « Symptoms or evidence of catabolism: OR insulin preferred
dose (varies across class) ¢ weight loss, polyuria, polydipsia
which suggest insulin deficiency
If above HbA, target « Iftype 1 diabetes is a possibility
INITIATION FOR BASAL
« Start 10 U a day OR 0.1-0.2 IU/kg a day 4
— ¢ For patient on GLP-1 RA INITIATION
or patient on GLP- . . .
TITRATION FOR BASAL — and basal insulin If on GLP-1 RA use 10-16 dose steps

(iDegLira) or 10-15 units (iGlarLixi)

Consider FRC of GLP-1 RA and
insulin (iDegLira or iGlarLixi)

But note max dose of insulin in the FRCs
TITRATION

« Titrate to FPG target and tolerability

If above HbA,_target

Despite adequately titrated basal insulin OR once
basal dose > 0.7-1.0 1U/kg OR FPG at target

INITIATION FOR PRANDIAL
« 41U aday or 10% of basal dose
« If HbA, < 64 mmol/mol (8%) consider

If above HbA, target

Additional basal insulin or
additional prandial insulin

lowering the total dose by 4 IU a day or
10% of basal dose

Add prandial insulin

TITRATION FOR PRANDIAL Usually one dose with the largest meal or
« Increase dose by 1-2 IU or 10-15% meal with greatest PPG excursion
twice weekly Consider:

« For hypoglycaemia determine cause, if
no clear reason lower corresponding
dose by 10-20%

[ If ahove HbA, target ]
INITIATION OF STEPWISE PRANDIAL
« Stepwise addition of prandial
insulin every 3 months if HbA, >
target is associated with lower risk of A 4

hypoglycaemia and increases patient
satisfaction compared with immediate
introduction of full basal-bolus regimen

Stepwise additional injections of prandial insulin
(i.e. two, then three additional injections)
Consider: « INITIATION « TITRATION

1

[ If above HbA,_target ]

{

[ TITRATION FOR PRANDIAL ]

A

Proceed to FULL basal-bolus
[ INITIATION FOR PRANDIAL regimen .. basal insulin and IF HbA,_DOES NOT
prandial insulin with each meal IMPROVE REVIEW ONGOING
[ TITRATION FOR PRANDIAL Consider: NEED FOR BASAL-BOLUS

REGIMEN. CONSIDER
ADDITIONAL DSMES

INITIATION
« Ininsulin-naive patients 10-12 U
or 0.3 1Urkg
« If on existing insulin regimen usually
unit to unit at the same total insulin

Consider twice or three dose but may require adjustment to
times daily premix individual needs
insulin regimen P —
Caution higher risk  [K ey |
of hypoglycaemia
itdg TITRATION

and/or weight gain

« Individual dose adjustment depends
on type of biphasic insulin

« More complex if on three times
daily regimen

Consider:

1 Consider choice of GLP-1 RA considering: patient preference, HbA,_ lowering, weight-lowering effect or frequency of injection. If CVD, consider GLP-1 RA with proven CVD benefit

FPG = Fasting Plasma Glucose
FRC = Fixed Ratio Combination
PPG = Post Prandial Glucose
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