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The necessity of clinical guideline in the treatment of Type 2
diabetes (1)
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The necessity of clinical guideline in the treatment of Type 2
diabetes (1)
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Presenter
Presentation Notes
מכנה: כלל המבוטחים בני 18 ומעלה
מונה: מספר המבוטחים במכנה אשר רכשו לפחות שלושה מרשמים )בחודשים שונים( של תרופות לסוכרת או בעלי תיעוד של רמת גלוקוז מעל 200 מ"ג/ד"ל )בשתי בדיקות שונות,
בהפרש של לפחות 30 יום זו מזו( או רמת HbA1c מעל 6.5% , בשנה שקדמה לשנת המדד


The necessity of clinical guideline in the
treatment of Type 2 diabetes (2)

154 SGLT2 inhibitors
— Bromocriptine
— Colesevelam
= DPP4 inhibitors
— Inhaled insulin
10 Pramlintide
— GLP-1 receptor agonists
— Glinides
- Thiazolidinedione antidiabetics
- Insulin analogues
54 a-glucosidase inhibitors
- Human insulin

— Metformin

7 Animalinsulin Sulfonylurea antidiabetics T—T
0 I T I T I I I I I l I
0 1920 1930 1940 1950 1960 1970 1980 1990 2000 2010
Year

Classes of glucose-lowering drugs

@ No longer available as therapeutics

Adapted from: Kahn et al. lancet, 2014



Multiple pathophysiological failures contribute
to hyperglycaemia - The "Ominous Octet"

Decreased incretin effect

Impaired insulin Increased
secretion lipolysis
_ 7YV B
Islet B-cell AR

< 0/
[ &
L

Increased glucagon

secretion %00 Vessg,

Increased
Islet a-cell g Hyper— glucose
reabsorption

glycaemia ~\

Increased
hepatic glucose
production

. glucose uptake

Neurotransmitter dysfunction

Adapted from: DeFronzo RA. Diabetes 2009;58:773-95. ©Wolters Kluwer Health
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Presentation Notes
The skeletal muscles, liver, pancreas, fat cells, gastrointestinal tract, kidneys and brain �all play important roles in the development of glucose intolerance in individuals with �type 2 diabetes mellitus.

Reference:
DeFronzo RA. From the triumvirate to the ominous octet: a new paradigm for the treatment of type 2 diabetes mellitus. Diabetes. 2009;58(4):773-795.


Diabetes is a progressive Disease

Obesity IFG Diabetes Uncontrolled hyperglycaemia
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Adapted from Bergenstal et al. Endocrinology 2001;821-35
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NEXT SLIDE: Graph illustrating the progressive prandial insulin secretion deficit in type 2 diabetes

References
This figure has been adapted from Bergenstal RM, et al. In: Degroot LJ, Jameson J (eds). Endocrinology 2001;821–35.






The necessity of clinical guideline in the treatment of
Type 2 diabetes (3)

”Patlent Centered AEproach”




Start with Monotherapy unless:

A1C is greater than or equal to 9%, consider Dual Therapy.

Y
Monotherapy

EFFICACY*
HYPO RISK
WEIGHT

SIDE EFFECTS
COSTS*

A

Dual Therapy

EFFICACY*
HYPO RISK
WEIGHT

SIDE EFFECTS
COSTS*

Y

Metformin

A1C is greater than or equal to 10%, blood glucose is greater than or equal to 300 mg/dL,
or patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure 8.2).

high
low risk
neutral/loss

Gl/lactic acidosis

low

If A1C target not achieved after approximately 3 months of monotherapy, proceed to 2-drug combination (order not
meant to denote any specific preference — choice dependent on a variety of patient- & disease-specific factors):

Metformin +

Sulfonylurea
high
moderate risk
gain
hypoglycemia
low

high

low risk

gain

edema, HF, fxs
low

If A1C target not achieved after approximately 3 months of dual therapy, proceed to 3-drug combination (order not
meant to denote any specific preference — choice dependent on a variety of patient- & disease-specific factors):

Triple Therapy Metformin +

DPP-4 inhibitor SGLT2 inhibitor GLP-1receptor agonist

GU, dehydration, fxs

Sulfonylurea +
or DPP-4-i
or SGLT2-i
or GLP-1-RA

or I

sU
or  DPP-4-i
or SGLT2-i

or  GLP-1-RA

or I

If A1C target not achieved after approximately 3 months of triple therapy and patient (1) on oral combination, move to
basal insulin or GLP-1 RA, (2) on GLP-1 RA, add basal insulin, or (3} on optimally titrated basal insulin, add GLP-1 RA or
mealtime insulin, Metformin therapy should be maintained, while other oral agents may be discontinued on an individual
basis to avoid unnecessarily complex or costly regimens (i.e.,adding a fourth antihyperglycemic agent).

Y
4 Combination Injectable Therapy (See Figure 8.2)

DPP-4 inhibitor + SGLT2 inhibitor + GLP-1receptor agonist +

or T

Lifestyle Management

Lifestyle Management

Lifestyle Management

Insulin (basal) +

Figure 8.1—Antihyperglycemic therapy in type 2 diabetes: general recommendations. The order in the chart was determined by historical availability and
the route of administration, with injectables to the right; it is not meant to denote any specific preference. Potential sequences of antihyperglycemic
therapy for patients with type 2 diabetes are displayed, with the usual transition moving vertically from top to bottom (although horizontal movement
within therapy stages is also possible, depending on the circumstances). DPP-4-i, DPP-4 inhibitor; fxs, fractures; Gl, gastrointestinal; GLP-1 RA, GLP-1
receptor agonist; GU, genitourinary; HF, heart failure; Hypo, hypoglycemia; SGLT2-i, SGLT2 inhibitor; SU, sulfonylurea; TZD, thiazolidinedione. *See ref. 21 for
description of efficacy and cost categorization. §Usually a basal insulin (NPH, glargine, detemir, degludec). Adapted with permission from Inzucchi et al. (21).

ADA 2017



Mono-

therapy
Efficacy”
Hypo risk_
Weight

Healthy eating, weight control, increased physical activity, and diabetes education

Metformin

high

Side effects

low risk
neutral / loss
Gl [ lactic acidosis

low

Costs*

Dual
therapy’

Efficacy’
Hypo risk
Weight

Side effects.

costs'.'..

Triple
therapy

\ 4
Combination
injectable
therapy*

any specific preference—choice dependent on a variety of patient- and disease-specific facfors):

If HbA,, target not achieved after ~3 months of monotherapy, proceed fo 2-drug combination {order not meant to denote

Metformin
+

Sulfonylurea

.. high_
... moderate risk
.. gain

... hypoglycemia .
. low

Metformin Metformin Metformin Metformin Metformin
+ + + + +
Thiazolidine- DPP-4 SGLT2 GLP-1 recepto Insulin (basal)
dione inhibitor inhibitor agonist
Ahigh .| intermediate ___. Lintermediate .4 L high. ... | highest
. low risk..... A low risk Jdowrisk o ) low FisK............ L high risk......
S PBgain L neutral 4 1 loss 1 loss Mgain.
). edema, HF, fxs .. .GU, dehydration 4 L GI .o - hypoglycemia._.
A NOW By [+ ) (R 1T || —— Lvariable...............

any specific preference—choice dependent on a variety of patient- and disease-specific factors):

If HbA,, target not achieved after ~3 months of dual therapy, proceed to 3-drug combination {order not meant to denote

Metformin
+

Sulfonylurea
+

TZD

or| DPP-4-i

or| SGLT2-

or| GLP-1-RA

Insulin®

or

basal insulin; or

e

Metformin Metformin Metformin Metformin Metformin

+ + + + +
Thiazolidine=- DPP-4 SGLT2 GLP-1 recepto Insulin (basal)
dione inhibitor inhibitor agonist

+ + + +

Su I

or| SGLT2-i
or

orf et ]

or TZD

sSu l

o o072
e

on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refra

Metformin

Insulin®

If HbA . targef not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to infectables; (2) on GLP-1-RA, add

tients consider adding TZD or SGLT2-i:

+
Basal insulin + orl oLP-iRA_|




Treatment of Type 2 Diabetes: From
“Guidelines” to “Position Statements”
and Back Recommendations of the Israeli
National Diabetes Council

Ofri Mosenzon, Rena Pollack, and [tamar Raz

Diabetes Care 2016;39(Suppl. 2):S1-S8 | DOI:
10.2337/dcS15-3003



Healthy eating, weight control, increased physical activity, and diabetes education

Metformin

high
low risk

neutral / loss

Gl [ lactic acidosis

low

Efficacy’
Hypo risk
Weight

Side effects.

costs'.'..

Triple
therapy

\ 4
Combination
injectable
therapy*

If HbA,, target not achieved after ~3 months of monotherapy, proceed fo 2-drug combination {order not meant to denote
any specific preference—choice dependent on a variety of patient- and disease-specific facfors):

Metformin
+

Sulfonylurea

... moderate risk

-. hypoglycemia ...

Metformin
+

Metformin

+

Metformin
+

Metformin

+

Metformin
o+

1 low risk....

. edema, HF, fxs ..

Thiazolidine-
dione

DPP-4
inhibitor

_intermediate
A low risk
L neutral - 21

SGLT2
inhibitor

loss

| intermediate ____
Now risk ...

GLP-1 recepto
agonist
oW FisK .o

1 loss

.GU, dehydration

If HbA,, target not achieved after ~3 months of dual therapy, proceed to 3-drug combination {order not meant to denote
any specific preference—choice dependent on a variety of patient- and disease-specific factors):

Insulin (basal)

J highest
| high risk_

_variable...............

Metformin
+

Sulfonylurea

+

or

or
or| GLP-1-RA
or

SGLT2-

Insulin®

Metformin Metformin Metformin Metformin Metformin

+ + + + +
Thiazolidine- DPP-4 SGLT2 GLP=-1 recepto Insulin (basal)
dione inhibitor inhibitor agonist +

+ + + +

Su I

or| SGLT2-i
or

orf et ]

or

o o072
e

sSu l

TZD

Insulin®

TZD

or

or| SGLT2-i

If HbA . targef not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to infectables; (2) on GLP-1-RA, add
fients consider adding TZD or SGLT2-i:

bas.

al insulin; or

on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refra

Metformin

+
Basal insulin + orl oLP-iRA_|
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HbA1lc change with Januvia (DPP4 Inh.) vs.
SU

8.0
] —&— Sitagliptin 100 mg g.d. + metformin
7.81 —CO— Glipizide + metformin

7.6-
7.4-
?.Elg\
7.0-
6.8 B
66]
6.4+ \Q;;“g’ﬂfﬁ:

6.2.
6.0

HbA, . (%)

0 6 12182430 38 4652 60 69 78 91 104
Week

Seck et al; IntJ Clin Pract, April 2010, 64, 5, 562-576..



HbA,. change over 26 weeks with
Glargine vs. Liraglutide

>k k%

0 4 8 12 16 20 24

Time (weeks)
=8-|iraglutide 1.8 mg -#=Placebo -#-Insulin glargine

Meanz2SE; p values relate to estimated treatment difference for changes from baseline.
*p<0.05 ***p<0.0001

Russell-Jones et al. Diabetes 2008;57(Suppl. 1):A159 (LEAD-5)
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A clinically meaningful goal

educe
HbAlc
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Effective
with
eGFR < 45
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Adjustment
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Contra-
indicated
CKD
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Exenatide
Not
Indicated

Gr@El= 30 Genital
Mycotic
Infections
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Possible
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Benefit
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I Few adverse events or possible benefits
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to Severe
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Patients with endpoint (%)

CV safety of Dipeptidyl peptidase-4 inhibitors

SAVOR-TIMI-53! EXAMINE?

CV death, non-fatal MI CV death, non-fatal MI
or non-fatal ischaemic stroke or non-fatal stroke

12 7

Alogliptin
==== Placebo

Saxagliptin g 7] Z
==== Placebo

[ [ [ I
0 180 360 540 720 900 0 6 12 18 24 30

Days Months

Sl Ll HR: 0.96

95% CI (0.89;1.12) (u ;
i =) pper boundary of the one-sided
p<0.001 for non-inferiority repeated CI, 1.16)

p<0.001 for non-inferiority

p=0.99 for superiority

TECOS3

CV death, non-fatal MI, non-fatal
stroke, or hospitalisation for UAP

15 7] r
10 7
5 -
Sitagliptin
==== Placebo
0 T T T T T T 1

0 8 12 18 24 30 36 42 48
Months

HR: 0.98
95% CI (0.88;1.09)
p<0.001 for non-inferiority
p=0.65 for superiority

p=0.32 for superiority

Cl, confidence interval; CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction; UAP, unstable angina pectoris
1. Scirica et al. N Engl J Med 2013;369:1317-26; 2. White et al. N Engl J Med 2013;369:1327-35; 3. Green et al. N Engl J Med 2015;16;373:232—42



CV efficacy of Sodium-glucose cotransporter-2

Patients with an event (%)

20+

154

10+

inhibitor

EMPA-REG OUTCOME

CV death, non-fatal MI
or non-fatal stroke

Placebo

-

—? Empagliflozin

Time from randomisation (months)

Cl, confidence interval; CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction
Zinman et al. N Engl J Med 2015;373:2117-28

HR: 0.86
95.02% Cl (0.74;0.99)

p<0.001 for non-inferiority
p=0.04 for superiority




EMPA REG CVOT: CV and renal results:

:NNTIZ NIX2IOXIITIZ 27NN oy D710

3-point MACE: M, Stroke, CV MIUXIN XXINN NX N'N9nN Jardiance -
14%-2 death

38%-1 N"IX7IpOI-I" TN NNMNN DX N'N9N Jardiance °
32%-2 n77100 nnIMNN NX N'No9n Jardiance

35%-2 '22% 7w> apy 0 TIowUX N'NoON Jardiance ¢

39%-2 Nn'MONB1 7¥ "nNN IR N'N9IN91 N'N9N Jardiance
55% -2 ESRD-7 nyan n'non Jardiance

n7NN 7¥ MMy ayan? nikNnan Twnl FDA nrxp'TaI'R 072 n9Nnn
InIN71poNIT T

InM>o'X N2 a7nn ny 0'71N? NIXMAN 202 SGLT2 Inhibitors



ELIXA?

CV safety and efficacy of Glucagon-like peptide-1
receptor agonists

Post-approval studies

Time to first occurrence of CV death, non-fatal Mi,
non-fatal stroke or hospitalisation for UAP

Patients with an event (%)

Cl, confidence interval; CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction; UAP, unstable angina pectoris

204
Lixisenatide
154 —
Placebo
1 1 1 1
0 12 24 36

Time from randomisation (months)

HR: 1.02
95% Cl (0.89;1.17)

p<0.001 for non-inferiority
p=0.81 for superiority)

1. Pfeffer et al. N Engl J Med 2015;373:2247-57; 2. Marso et al. N Engl J Med 2016;375:311-22

LEADER?

Time to first occurrence of CV death,
non-fatal Ml or non-fatal stroke

Patients with an event (%)

204

10

P
-
.

Liraglutide

T T T T T T T T
6 12 18 24 30 36 42 48 54

Time from randomisation (months)

HR: 0.87
95% Cl (0.78;0.97)

p<0.001 for non-inferiority
p=0.01 for superiority




LEADER: CV and renal results:
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Proportion with events

ORIGIN: Lantus-Primarv Endpoints and Mortality

Targeting fasting normoglycemia has a neutral effect on cardiovascular
outcomes with neither an increase nor a decrease in CV events

Time to Adjudicated Primary Outcome 2 - CV Death-MI-Stroke-HF Hosp-Revasc

0.5
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0.0

Time to Adjudicated Primary Outcome 1 - CV Death MI Stroke

# at Risk 1 2 3 4 5 6 7
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0.5

# at Risk 1
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ORIGIN Trial Investigators, et al. N Engl J Med 2012:
June 11 [Epub ahead of print].



DEVOTE trial: randomised, double-blinded trial
conducted to confirm the cardiovascular safety of
Tresiba® (insulin degludec=Tregludec) compared to
insulin glargine U100. In the trial, more than 7,500
people with type 2 diabetes at high risk of major
adverse cardiovascular events were treated for a period
of approximately two years.



“The trial achieved its primary endpoint by
demonstrating non-inferiority of major adverse
cardiovascular events (MACE) with Tresiba®
compared to insulin glargine U100.”

Tregludec:

27% fewer episode of severe hypoglycaemia.

40% overall reduction of total episodes of adjudicated severe
hypoglycaemia.

54% relative reduction in the rate of nocturnal severe
hypoglycaemia

These differences were all statistically significant.
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SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

Ale>0% and/or symptomatic

If HbA1c not at target after 3-6 months add: consider (short term) insulin

When cost is a major
S acr s
preforable GLAs to
- T .
Ale<T% DPP-4i or SGLT-2 SGLT-2i or  GLP-1RA GLP-1RA III:-M_..“TEL o
GLP-1RA DPP-4i SGLT-2i glinide, sulfonylurea
Bariatric §
If HbA1c not at target after 3-6 months add/replace:
CLET R 5
Alc-0%rPe-130 TP G OG
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

;;rg: SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
I
prafarable GLAS to
_4i l . consider:
e DPP-4i or SGLT-2i SGLT-2i or  GLP-1RA GLP-1RA “-”.;.“f'* insuiin,
GLP-1RA DPP-4i SGLT-2i S
Rariatric S
If HbA1c not at target after 3-6 months add/replace:
GLP-1RA / SGLT-2i
Cesin O Gpim O NN
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
“6GFfs30 mUimin/B5A

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment
SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

Alc>7.5% Consider combination therapy

and/or symptomatic
Alc>8% consider (short term) insulin

Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

If HbA1c not at target after 3-6 months add:

When cost is a major
I
prafarable GLAS to
_4i l . consider:
e DPP-4i or SGLT-2i SGLT-2i or  GLP-1RA GLP-1RA “-”.;.“f'* insuiin,
GLP-1RA DPP-4i SGLT-2i S
Rariatric S
If HbA1c not at target after 3-6 months add/replace:
PR/ SATZ
TSN s © e o [
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
“6GFfs30 mUimin/B5A

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

If HbA1c not at target after 3-6 months add:

consider (short term) insulin

When cost is a major
S acr s
preforable GLAs to
- T .
Ale<T% DPP-4i or SGLT-2 SGLT-2i or  GLP-1RA GLP-1RA III:-M_..“TEL o
GLP-1RA DPP-4i SGLT-2i glinide, sulfonylurea
Bariatric §
If HbA1c not at target after 3-6 months add/replace:
CLET R 5
Alc-0%rPe-130 TP G OG
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

Alc>7.5% Consider combination therapy

Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

If HbA1c not at target after 3-6 months add:

When cost is a major
fimiting factor less
preferable GLAS to
Alc<T% ; gllziui.‘a:l, lninm
CLET R 5
Alc-0%rPe-130 TP G OG
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment
SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

Alc>7.5% Consider combination therapy

and/or symptomatic
Alc>8% consider (short term) insulin

Alc<6.5% Lifestyle intervention +metformin  “esrr=30 miminssa

—
If HbA1c not at target after 3-6 months add: .

Ale<T% DPP-4i or  SGLT-2 SGLT-2i or  GLP-1RA GLP-1RA ﬁmm
GLP-1RA DPP-4i SGLT-2i .
Bariatric Surgery
If HbA1c not at target after 3-6 months add/replace:
PR/ SaTa
o sdin O GPRA O[T
SGLT-2i &  GLP-1RA / DPP-4i
[/ GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “efFR30 mlimin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

"L - Liow Flisk foom Fypogiycemia, *HR - High Fisk from Hypoghy: emia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
S acr s
preforable GLAs to
T .
Me<T% SGLT-2i or  GLP-1RA GLP-1RA m"“‘"ﬂ“’rm' —
DPP-4i SELT-% glinide, sulfonylurea
Bariatric §
If HbA1c not at target after 3-6 months add/replace:
CLET R 5
TGS s © (e o [N
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
e
preforable GLAs to
- T .
Ale<T% DPP-4i or SGLT-2 GLP-1RA m"“""’“’r =
GLP-1RA SGLT-2i glinide, sulfonylurea
Bariatric §
If HbA1c not at target after 3-6 months add/replace:
PR/ SATZ
TGS s © (e o [N
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major

e
preforable GLAs to
- T .
Ale<T% DPP-4i or SGLT-2 SGLT-2i or  GLP-1RA mWr el
GLP-1RA DPP-4i glinide, sulfonylurea
If HbA1c not at target after 3-6 months add/replace:
CLET R 5
Alc-0%rPe-130 TP G OG
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
e
preferable GLAS to
AlecTo DPP-4i  or | SGLA SET-2i  or  GLP-1RA GLP-1RA =
GLP-1RA DPP-4i SGLT-2i linide, sulfonylurea

G

If HbA1c not at target after 3-6 months add/replace:

GPA /G
ETOESTE e © e o

SGLT-2i &  GLP-1RA / DPP-4i

/ GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

i . . : [ A 'l Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “esrr=30 miminssa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

B DPP-4i or SGLT-2i SGLT-2i or  GLP-1RA GLP-1RA ﬁm .
GLP-1RA DPP-4i SGLT-2i :
Baniatric Surgery

If HbA1c not at target after 3-6 months add/replace: .I

CLET R 21

Chein © G O TN

SGLT-2i ©  GLP-1RA / DPP-4i
/ GLP-1RA*
*al3Ff30 mlimin/BEA

"L - Liow Flisk foom Fypogiycemia, *HR - High Fisk from Hypoghy: emia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
e
preferable GLAS to
AlecTo DPP-4i  or | SGLA SET-2i  or  GLP-1RA GLP-1RA =
GLP-1RA DPP-4i SGLT-2i linide, sulfonylurea

G

If HbA1c not at target after 3-6 months add/replace:

GPA /G
ETOESTE e © e o

SGLT-2i &  GLP-1RA DPP-4i

If HbA1c not at target after 6-12 months add/replace:

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
I
prafarable GLAS to
_4i l . consider:
e DPP-4i or SGLT-2i SGLT-2i or  GLP-1RA GLP-1RA “-”.;.“f'* insuiin,
GLP-1RA DPP-4i SGLT-2i S
Rariatric S
If HbA1c not at target after 3-6 months add/replace:
PR/ SATZ
TSN s © e o [
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
“6GFfs30 mUimin/B5A

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.

Mosenzon O, Pollack R, Raz |; Diabetes Care 2016



Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major
S acr s
preforable GLAs to
- T .
Ale<T% DPP-4i or SGLT-2 SGLT-2i or  GLP-1RA GLP-1RA III:-M_..“TEL o
GLP-1RA DPP-4i SGLT-2i glinide, sulfonylurea
Bariatric §
If HbA1c not at target after 3-6 months add/replace:
CLET R 5
Alc-0%rPe-130 TP G OG
SGLT-2i &  GLP-1RA / DPP-4i
! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

" LR - Low Hisk b Bysogiycemia, 1

Mosenzon O, Pollack R, Raz |; Diabetes Care 2016



Treatment intensification in patients with T2DM
who failed metformin monotherapy (A1C >7%)
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Time to treatment intensification for all patients (A), by index HbA1c level (B), by metformin daily dose (C).
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Lifestyle Modification, Teamwork and Patient Empowerment

SET HbA1c TARGET according to patient characteristcs and glucose-lowering agents

. . . ) Alec>7.5% Consider combination therapy
Alc<6.5% Lifestyle intervention +metformin  “eerr>30 miminesa

and/or symptomatic
Alc>8% consider (short term) insulin

If HbA1c not at target after 3-6 months add:

When cost is a major

— =
Ale<T% DPP-4i or  SGLT-Z SGLT-2i or  GLP-1RA GLP-1RA E;Emm

GLP-1RA DPP-4i SGLT-2i :
Bariatric Surgery

If HbA1c not at target after 3-6 months add/replace:

PR/ SATZ

Cesin O Gpim O NN

SGLT-2i &  GLP-1RA / DPP-4i
AGl
SGLT-&* ! GLP-1RA*
If HbA1c not at target after 6-12 months add/replace: * @G R4S mlimin/BSA “elGFR-30 mifmin/BSA

MDI vs. Insulin Pump/Metabolic surgery +/- MET, SGLT-2i, GLP-1RA

¥ LR - Liow Flisk fom Hypogipcemia. ¥ HR - High Fisk from Hypoglyeemia.
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