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CVOT(CardiovascuIar Qutcomes Trial)
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SAVOR TIME 53(saxagliptin) ELIXA(Ilesenatlde) EMPA- REG OUTCOME(empagliflozin)
EXAMINE(alogliptine) EXSCEL(exenatide) CREDENCE(canagliflozin)
TECOS(sitagliptin) SUSTAIN-6(semaglutide) CANVAS, CNNVAS-R(canagliflozin)
CAROLINA(linagliptin) PIONEER-6(semaglutide) DECLARE(dapagliflozin)
CARMELINA(linagliptin) LEADER(liraglutide) DAPA-HF(dapagliflozin)

REWIND(dulaglutide) VERTIS CV(ertugliflozin)
HARMONY (albiglutide)
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* AACE/ACE Comprehensive Type 2 Diabetes Management

Algorithm 2020

 Standards of Medical Care in Diabetes 2021, ADA
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AACE/ACE COMPREHENSIVE

TYPE 2 DIABETES
MANAGEMENT ALGORITHM

© A

AACE/ACE Comprehensive Type 2
Diabetes Management Algorithm 2020

American Association of Clinical Endocrinologists (AACE) and American

College of Endocrinology (ACE)
2020.1
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TYPE 2 DIABETES

Glycemic Control Algorithm

INDIVID
GOA

1ZE A1C <6.5% For patients without concurrent serious A1C >6.5% For patients with concurrent serious

illness and at low hypoglycemic risk illness and at risk for hypoglycemia

LIFESTYLE THERA AND ONGOING GLUCOSE MONITORING (CGM preferred:

Entry A1C >9.0%

Entry A1C 27.5% - 9.0%

TRIPLE THERAPY' SYMPTOMS
DUAL THERAPY'
v EE v EEEN ) WE>
Entry A1C <7.5% — ——
Independent of

control, if wv TZD wv =
v Metformin__ B esibiished e Lidnl] T A e Other
v EEEN ASCVD or high ™ B 4 suew = OR Femis
y sk, ck03,0r [N 2 2 —
HFrEF, start LA A Suen B ) Bl bouln o Therapy
v _DPPai GLP1-RA or = % oo =7
AT SGLT2i with i puasal kmidin m — m
v AGi proven v Colesevelam YiColesswelant -
G ) — -
SU/GLN
A +/ Bromocriptine QR S romoc e 08 ADD OR INTENSIFY
v AGI v AGi INSULIN
— — Refer to Insulin Algorithm
| MET + | LEGEND
|
or other agent L Few adverse events andor
1 Order " usage; length of fin o 5 possible benefits.
2 Ifnot at goal in 3 months, proceed to next level therapy A\ se with caution

#CKD 3: canagifiozin; HF(EF: dapaglifiozin
Ly disease;

PROGRESSION OF DISEASE

v

AACE/ACE Comprehensive Diabetes
Management Algorithm 2017

LIFESTYLE THERAPY
(Including Medically Assisted Weight Loss)

MONOTHERAPY SYMPTOMS
&
+ Metformin > RUACIEERARE S| NO YiES

 GLP-1RA v B TRIPLE THERAP'
=  SGLT-2i £ D INSULIN
/ SGLT-2i e — l_ / GLP-1RA "
OR

 DPPai v DPP-4i SGIT-2i

v
- MET o, MET ~ =

1 or other orother A TRIPLE
o/ AGI 1st-line ' Basal Insulin 1st-line Basal insulin Therapy
agent agent + —

j SU/GLN I Solesevelam 2nd-ine ,/ DPP-4i

4
agent
+ Colesevelam .
| | / Bromocriptine QR
v

SU/GLN |

Other
Agents

i
-

Bromocriptine QR

T T

>

ADD OR INTENSIFY
INSULIN

ﬁl

>

Refer to Insulin Algorithm

If not at goal in 3 months SU/GLN
proceed to Dual Therapy If not at goal v d _—
in 3 months
Triple Therapy o— If not at goal in
3 months proceed Few adverse events and/or
to or intensify possible benefits
* Order of medications represents a suggested hierarchy of usage; insainiacapy L Use with caution

length of line reflects strength of recommendation

EERBONGERIESSESHIFOSN O F DI SEASE

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/EP161682.CS
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EXPERT CONSE DECISION PATHWAY

2020 Expert Consensus Decision
Pathway on Novel Therapies for
Cardiovascular Risk Reduction in
Patients With Type 2 Diabetes

A Report of the American College of Cardiology Solution Set Oversight Committee

2 O 2 O Endorsed by the American Diabetes Association
Expert Consensus Decision Pathway on
Novel Therapies for Cardiovascular Risk
Reduction in Patients With Type 2 Diabetes

AMERICAN COLLEGE OF CARDIOLOGY (ACC)
2020.8

2020 Expert Consensus Decision
Pathway on Novel Therapies for
Cardiovascular Risk Reduction in
Patients With Type 2 Diabetes

Algorithm to manage ASCVD Risk ===

oSt A=l rap s e —— Donet et SoiT2 Patient is 218 years old with T2D and 21 of the following:
R e el by inhibitor (no safety ASCVD* or at high risk for ASCVD.t

or at high risk for ASCVD# data available). l
Is th i b feeding? Yes Do not start a GLP-1RA
s the patient pregnant or breast feeding? sl it

No
lNo

Is the patient's eGFR
<30 ml/min/1.73m?
Consider starting a GLP-1RA with proven ]

Consider starting an SGLT2 . +
inhibitor with proven ASCVD, ASCVD benefit (see Tables 4 and 5).

HF, or DKD benefit
(see Tables 2 and 5).5

After a discussion incorporating patient-clinician |
: - PRI SN o [ Do not start
A"e"ﬂ s e ‘d Do not start preferences and priorities (see Table 6), does e Cio
preferences and priorities (see Table 6), does an SGLT2 G : S it -
the patient wish to initiate an SGLT2 inhibitor? inhibitor. patient wish to initiate a GLP-1RA?
1 Yes lYes
£ :1 P 7 R
ASCVD, HF, or DKD benefit. S : S 1
* Canagliflozin, dapagliflozin, or *D e lir , or inj
empagliflozin is appropriate. semaglutide is appropriate.
 See Table 2 for dosing and cautions. * See Table 4 for dosing and cautions.
* No dose titration is required.  Start at lowest dose and follow labelling
* Adjust other antihyperglycemic instructions for dose titration to minimize
therapies if necessary. side effects.
« Adjust other antihyperglycemic therapies,
: _ if necessary.
Monitor response to therapy 4
(see Section 5.4 and Table 7) l
and consider further therapies
f i i : -
for CV :;;l;::‘izz:.on, as Monitor response to therapy (see Section 5.5
. and Table 8) and consider further therapies for
CV risk reduction, as indicated.S
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© STANDARDS OF
MEDICAL CARE
| IN DIABETES—2021

i
m

Standards of Medical Care in
Diabetes - 2021

American Diabetes Association (ADA)
20211

Diagnosis of diabetes

MEDICAL CARE
 INDIABETES—2021

FPG =126 mg/dL (7.0 mmol/L). Fasting is defined as no caloric intake for at least 8 h.* m

OR

Table 2.2—Criteria for the diagnosis of diabetes

2-h PG =200 mg/dL (11.1 mmol/L) during OGTT. The test should be performed as described
by the WHO, using a glucose load containing the equivalent of 75 g anhydrous glucose
dissolved in water.*

OR

A1C =6.5% (48 mmol/mol). The test should be performed in a laboratory using a method that
is NGSP certified and standardized to the DCCT assay.*

OR

In a patient with classic symptoms of hyperglycemia or hyperglycemic crisis, a random plasma
glucose =200 mg/dL (11.1 mmol/L).

DCCT, Diabetes Control and Complications Trial; FPG, fasting plasma glucose; OGTT, oral glucose
tolerance test; WHO, World Health Organization; 2-h PG, 2-h plasma glucose. *In the absence of
unequivocal hyperglycemia, diagnosis requires two abnormal test results from the same sample or
in two separate test samples.

- 25 -
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Testing in asymptomatic adults

Table 2.3—Criteria for testing for diabetes or prediabetes in asymptomatic adults|
1. Testing should be considered in adults with overweight or obesity (BMI =25 kg/m? or =23
kg/m? in Asian Americans) who have one or more of the following risk factors:
o First-degree relative with diabetes
e High-risk race/ethnicity (e.g., African American, Latino, Native American, Asian American,
Pacific Islander)
® History of CVD
e Hypertension (=140/90 mmHg or on therapy for hypertension)
o HDL cholesterol level <35 mg/dL (0.90 mmol/L) and/or a triglyceride level >250 mg/dL
(2.82 mmol/L)
e Women with polycystic ovary syndrome
® Physical inactivity
© Other clinical conditions associated with insulin resistance (e.g., severe obesity, acanthosis
nigricans)
2. Patients with prediabetes (A1C =5.7% [39 mmol/mol], IGT, or IFG) should be tested yearly.
3. Women who were diagnosed with GDM should have lifelong testing at least every 3 years.
4. For all other patients, testing should begin at age 45 years.

5. If results are normal, testing should be repeated at a minimum of 3-year intervals, with
consideration of more frequent testing depending on initial results and risk status.
6. HIV

CVD, cardiovascular disease; GDM, gestational diabetes mellitus; IFG, impaired fasting glucose;
IGT, impaired glucose tolerance.

Prediabetes

* Prevention or Delay of Type 2 Diabetes
* Lifestyle behavior change

* Metformin
+ BMI>35kg/m2, age<60
+ Women with prior gestational DM
Table 2.5—Criteria defining prediabetes*
FPG 100 mg/dL {5.6 mmel/L) to 125 mg/dL (6.9 mmel/L) (IFG)
OR
2-h PG during 75-g OGTT 140 mg/dL (7.8 mmol/L) to 199 mg/dL (11.0 mmal/L) (IGT)
OR
A1C 5.7-6.4% (39-47 mmaol/mal)

FPG, Fasting plasma glirnse: IFG, impaired facting glueace; 1GT, impaired glicnse talerance: OGTT,
oral glucose tolerance test; 2-h PG, 2-h plasma glucose. *For all three tests, risk is continuous,
extending below the lower limit of the range and becoming disproportionately greater at the
higher end of the range.

STANDARDS OF

MEDICAL CARE
IN DIABETES—2021
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Patient-Centered Collaborative Care [T

MEDICAL CARE

 INDIABETES—2021

DECISION CYCLE FOR PATIENT-CENTERED GLYCEMIC MANAGEMENT IN TYPE 2 DIABETES

REVIEW AND AGREE ON MANAGEMENT PLAN ASSESS NEY PATIENT CHARACTERISTICS
= Revitw mangemest paa = Curroo Bbintyle
. v Comrbisied, e, AS0VDL (XD, HF

* Prevent complications " e ettt ot maiciion

+ Optimize quality of life + Complacty of e, . by, rode of adirtation
v [hedia g i apiemiss adhirency aad priiileicy

v heoked, il and vty of sbdieaicn

SHARED DECESION MAKING T CREATE A
PLAN

Ivaihets 30 BOSCINHE B0 IR patent Lind e
lemiycaregenr

= Seeks putnt profecyoon

= Edpetivg comiolaten inchality setuitinal
tnrvitwing, (i SHTing and thaned feciiin mailing
s Empawers the patienl

»  veorn aconst a DS

Patient-Centered Collaborative Care =

MEDICAL CARE
IN DIABETES—2021

* Assessing risk of Diabetes complications
+ ASCVD and heart failure history
+ ASCVD risk factors and 10-year ASCVD risk assessment
+ Staging of chronic kidney disease
* Hypoglycemia risk
* Goal setting
* Set A1C/blood glucose target
« If hypertension is present, establish blood pressure target
+ Diabetes self-management goals

* Therapeutic treatment plans

Lifestyle management

Pharmacologic therapy: glucose lowering

Pharmacologic therapy: cardiovascular disease risk factors and renal
Use of glucose monitoring and insulin delivery devices

Referral to diabetes education and medical specialists (as needed)
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Immunizations

MEDICAL CARE

 INDIABETES—2021

* Hepatitis B
+ <60 years of age; 260 years of age discuss with doctor
* Human papilloma virus (HPV)

+ <26 years of age; 27-45 years of age may also be vaccinated against HPV after a discussion with
their’health care provider

* Influenza
+ All patients; advised not to receive live attenuated influenza vaccine

* Pneumonia
+ PPSV23(19-64 years, 265 ), PCV13(19-64 not recommendation, 265 )

+ Tetanus, diphtheria, pertussis (TDAP)
» Every 10 years

» Zoster
« >50 years of age

+ COVID-19

+ priority population, will likely become a routine part of the annual preventive schedule

. |
Glycemic Goals |
MEDICAL CARE

 INDIABETES—2021

Table 6.3—Summary of glycemic recommendations for many nonpregnant,
with diabetes

AlC <7.0% (53 mmol/mol)*
Preprandial capillary plasma glucose 80-130 mg/dL* (4.4-7.2 mmol/L)
Peak postprandial capillary plasma glucoset <180 mg/dL* (10.0 mmol/L)

*More or less stringent glycemic goals may be appropriate for individual patients. Goals should be
individualized based on duration of diabetes, age/life expectancy, comorbid conditions, known
CVD or advanced microvascular complications, hypoglycemia unawareness, and individual patient
considerations. TPostprandial glucose may be targeted if A1C goals are not met despite reaching
preprandial glucose goals. Postprandial glucose measurements should be made 1-2 h after the
beginning of the meal, generally peak levels in patients with diabetes.

- 28 -
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Approach to Individualization of Glycemic Targets

cHOXE BH
=2 o L =
* HbAlc < 7%

& EH—'?'——F'_-Ol H| QA Aol

<180 mg/dL
6 5%

HED A g
+ HbALC <80%
. == My
DIA1I°*4 e

= =
E=YEE

o
4, B2

S StH=

Qlgl 7% =

|.

1o

: BE<80-130 mo/dL

7| ==

AlS
g =T

1~2A]

Patient / Disease Features

Risks potentially associated
with hypoglycemia and
other drug adverse effects

Disease duration

Life expectancy

Important comorbidities

Established vascular

complications

Patient preference

Resources and support
system

More stringent 4= AIC 7% == Less stringent

low

long-standing

short

few / mild severe

|

few / mild severe_|

|

highly motivated, excellent
self.care capabilities

preference for less
burdensome therapy

|

readily available

limited

alqeyipow jou Ajjensn

2qeyipow Ajjepuaiod

Continuous Glucose

* Multiple daily injections(A)

« Continuous subcutaneous insulin infusion(A)

Monitoring Devices

* Other forms of insulin therapy(C)
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Continuous Glucose Monitoring Devices

AGP Report Name

MRN
GLUCOSE STATISTICS AND TARGETS TIME IN RANGES
14 days
% Sensor Time P abetie” 2
T t

Glucose Ranges Targets [% of Readings (Time/Day)] . %
Target Range 70-180 mg/dL ......Greater than 70% (16h 48min) 5180 mgldL
Below 70 mg/dL Less than 4% (58min) (10.0 mmol) 5%
Below 54 mg/dL...... ..Less than 1% (14min)
Above 180 mg/dL . ..Less than 25% (6h)
Above 250 mg/dL ..Less than 5% (1h 12min)

Target Range
Each 5% increase in time in range (70-180 mg/dL) is clinically beneficial. , 391%1;?“:2(% >70%
Average Glucose
Glucose Management Indicator (GMI)
Glucose va ria b"Ity <70 mg/dL (3.9 mmol/L)_ <4%
Defined as percent coefficient of variation (%CV); target <36% <54 mg/dL. (3.0 mmoll) <1%

MEDICAL CARE

Medications in type 2 DM

Metformin First m

Proven CVD benefit 2FX| M EH
ASCVD

* GLP-1RA or SGLT2i
HF

* SGLT2i

* CKD
* SGLT2i > GLP-1RA

* Hypoglycemia, N|&, H|-8 11
S =i x=mn ke
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FIRST-LINE Therapy is Metformin and Comprehensive Lifestyle (including weight management and physical activity)

TO AVOID

NO
INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF*
'CONSIDER INDEPENDENTLY OF BASELINE A1C,
INDIVIDUALIZED A1C TARGET, OR METFORMIN
'Jf ‘b IF A1C ABOVE INDIVIDUALIZED TARGET AS BELOW
+ASCVD/Indicators < ¥
of High Risk 4
Established ASCVD ‘COMPELLING NEED TO MINIMIZE COMPELLING NEED TO COST IS A MAJOR
. lmu'd(hmﬂ HYPOGLYCEMIA MINIMIZE WEIGHT GAIN OR ISSUE"®
ASCVD (age
years with coronary, PROMOTE WEIGHT LOSS
opP4i | |aera| | salmi ol
e sut 200
on
GLP-1 RA Wit
loss'®
GLP-1RA| | salm2i
saur2i salr2i o Py
oR oR DPP-4i DPP-4i e -
™ ™ on o
20 GLP-1 RA GLP-1 RAwith
good efficacy
saLT2! 5
[ HAIC above target ] loss®®
75 1 A1C above target
¥ Insulin therapy basal insulin
[ HAIC sbove target ]
required,
‘adding SGLT2I with v ST wdr QU1 PGt oR
o ’ Consider other therapies.
and vice verse' Consider mmmm;:mm bl
Tz + Choose later generation SU with g
= DPP-4if not on lowes sk of hypogycoria PREFERABLY
GLP-1RA + Consider basal insulin with lower DPP-4i(f not on GLP-1 RA)
» Basal insuiin®
- sy 7. Proven banafit maans it has labelindication of ¥
B ‘reducing heart failure in this population
g 2 OPP.
2 Doghudec / glargine gargino  dotermir contraindicated or patient already
3. Degludec or U-100 glargine have demonstrated CVD safety b d ey Watbrviohkdboog on GLP-1 RA, cautious addition of:
4 1 low sk of « SUt - T20* - Basal insulin
gimepiride has shown similar CV safety to DPP—4i ¥ e arpebsts
& of 1o weight -related comorbidities)
& Empagifozn, canegiiczin, b S = lucose-owerkng medcatons.
R e Giucoss iowaring therapy.

‘empagificzin have primary heart fallure outcome data.

ANDARDS OF
DICAL CARE
DIABETES—2021
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o eh
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Diagnosis of diabetes

s S HO| RELT|E *
1) SSlEMA 65% O| A E=
2) 8A|Zt O] SEHT T 126 mg/dL O|& EE&=
3) 75 g ZTYESH & 24|72 ERE S 200 mg/dL 0|4 E=
4) S Ho| MEXQl Zo(Chx, CHS, YT X| RE HBLA)0| JoHAM B
ZhQ| R T 2 200 mg/dL O] A
c S MO (S E DHET)
1) S=2UYX) 32YFZTEY 100-125 mg/dL
2) UEsEol: 75 g APEES = 24|17t @RI T 140-199 mo/dL
3) &St MA 57-64%
«*1), 2,32 4% ME CIE & AAE gt56A = l6{oF SHX|TH 22 &
SAO = 7HX| O] 7|FE S THESICHH HIZ 2 5= QUCH

Screening of diabetes

L B MEAANE SEHNTCY, SolEMA, T ATECHEHAR
SFCE [H|F2f9| =S4, LR A )
© 2. @ d MEHA= 40N O Felit fIHAXZE U= 30M| O] A0 A A
Ot oot [ME7he|d, &uhy #a]
+ 3. SEEFELEY =2 et X7t of2fjof s Fots B9 FIHEAIE
Ch [M=7teld, LEy ]
¢ 1) SIEYA TG 100-109 mg/dL = SopEMA 57-6.0%: O SEHUTCG F=
SolEMA S ZHSIH, HEYX| 3 23 kg/m2 O| MM E ATEZZS L HALE D2{st
Ct.
« 2 BEHAMZLCG 110-125 mg/dL = YSlEMA 6.1-64% AREZCZEUEAAE Al
otct
4 AN B AN HS FCHIUE o2 FM 6-12F 75 g ZTEZLL
SHAE oot [HE7teld, LEry da]
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GLP-1receptor agonists

Lixisenatide

i34

c D= 1R oA EEE -Gt MET S HF7| fIsl Al
2t LSRN KO 482 AYVICH [FAHY| (HEHT, Yoty ]
c Lol Qg BT AR Y S ol= 29E e o2 dYZE S Qo) ZAIZH o
£HUYSY YAE 48E & UCH [(BHY XA, e A7)
* Cto| Qa2 AL7L ot CHE HEjof Qledl X7, 52 Q=8 K= glo| 8
FOE AFGSHE 28 B 4Ol HEXEE 8| MAIZ AL EE ST
g Fo|xoz o 4 UCk [RX| of 2R, M A1)
« Cto|Qle Atz HE0| ZREX| @ie 2l QoA 252 »
& HAE S5 & Suss ddst=s 210 oteff leelHas nag &
UCL [FEHe] TI=A T, Moty #A)
CHy QF2 MEH A| T12{A}SH
o b = |__I = Al A5 A o
earm | C0r2 | com | oo | ckos | esmo
Metformin iy ax an e
D o :| ®) 1000mg/20f8
Hl l_|- I_| 7o—|— ) Repaginide [ [ | I =]
« SGLT2i, GLP-1a, DPP4i E e S S R
DPP-4 inhibitors
A= Dol 32 e e
+ DPP4i, a-GI, Meglitinide, GLP-1a e .
e T éos% 6.225"1‘: a?snr:m_g_
ST Mol E=2 Cra- SErEEEETEL
» SU, TZD, DPP4i(¥ & E= &3, GLP-1a oo ™
L i O
MEgo| glHst 32
® SU, Meght[n'de x-”gl Gliclazide I I = I el I =
Glimepiride =9 Fo| F2|
> = =< Glipizide [ [ = | =o | =
g owan s o e —
* SGLT2i(Empagliflozin, Dapagliflozin, canagliflozin) egibose [EREE] I SRS | AR
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